preferred indications include 
benign dysproliferative 
disorders and pre-neoplastic 
conditions, such as, hyperplasia, 
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reference in its entirety. Cells 
that may be used according to 
these assays are publicly 
available (e.g., through the 
ATCC) and/or may be routine! 
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involved in immunomodulatory (e.g., as described below), 
functions. Exemplary assays for Preferred indications include 
transcription through the NFAT neoplastic diseases (e.g., 
response element that may be leukemia, lymphoma, 
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85:6342-6346 (1988); cell-mediated immune response, 

Matikainen et al„ Blood and suppressing a T cell- 

93(6): 1980- 1991 (1999); and mediated immune response. 

Henttinen et al., J Immunol Additional preferred indications 
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and Karin, Nature include boosting an eosinophil- 

41 0(6 824): 3 7-40 (2001); and mediated immune response, and 
Cobb MH, Prog Biophys Mol suppressing an eosinophil- 
Biol 7 1 (3-4):479-500 (1999); mediated immune response. 
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Forrer et al., Biol Chem 379(8- described below under “Immune 
9):1 101-1 1 10 (1998); Kyriakis Activity”, “Cardiovascular 
JM, Biochem Soc Symp 64:29- Disorders”, and/or “Blood- 
48 (1999); Chang and Karin, Related Disorders”), immune 
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kidney, melanoma, prostate, 
breast, lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver, urinary cancer, lymphoma 
and leukemias. Other preferred 





indications include benign 
dysproliferative disorders and 
pre-neoplastic conditions, such 
as, for example, hyperplasia, 



.2 






CO 

cd 




‘co 






<L> 


cd 


cd 




.2 


CO 




, CL 




‘E 


*-3 


£ 


co 


T 3 


0 > 


CO 


0 > 




<L> 


CL 




C 


. ’“O 


u, 


o 


"c 


cd 


> i— 

"O 


c+X T 3 

2 5 


3 


2 

too 

~0 


o 

*-3 

>> 




Cl. O 




O 


o 


■ cd 




.2 




o 

JC 


.s' 


-5k = 


*E 

0 ) 


c/T 


CU 

e 



O- i-< cd 
u u 

t> -S =3 
EO.S 



o 'c 
c ^ 

s. J 



<u 
co 
cd 
D 
^ co 
<u 3= 
to 

<5 

.52 £ * 
v -o o 

co X) - 

§ fr. 
« 2 
£ 2 
^ o c 



.2 cd 
o> 

-5 .52 
S3 Q 
H o 8 

T3 C 
C 
& 



O — , C 
Q- cd <D 
w a> 5 c 

co cd C 



.2 bo* 

II 

*TD ^ 

2 g. 

5- C 

<2 M ■ 
. 2 « ■ 
co Cl 
<U ^ (U 

‘5b 

j_r -c 3 
bo 73 

•« X .s . 



2 Tj 5 

g co i 

CUP 
o> ^ pS 

tob = 

"2 u <5 

s ri 

g S3 3 
| -S I 

goo 
g .52 U 
..E -o x> 



£ <u 2 
g -P -o 

« >*,g 

c/) ^ 

■« c "O 

2 "g g <*- ' 
g- i E ° , 
E. -e is*< 

0 a •£ s 

^ 3 53 - 

§ .S 2 J ■ 

1 c o « 

.> ^ "O §J 

■ 4 —* 2 <l> CO ' 

O C co co 
cd ^ 3 to 





cd 




g 


^ CO 






-C -- 




<4-1 






o 


cd o 




c 






o 


toX) C 






C 3 


CO 


od 


^ E 


cd 


> 

o 


cd c 

c E 
.SP 


43 

O 

3 


< 


c/5 .S 


co 



523 



agonists or antagonists of the and Blood-Kelated Disorders 
invention) to promote or inhibit autoimmune diseases (e.g., 
cell proliferation, activation, and rheumatoid arthritis, systemic 
apoptosis. Exemplary assays for lupus erythematosis, Crohn"s 
JNK kinase activity that may be disease, multiple sclerosis 
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the invention) to modulate 
signal transduction, cell 
proliferation, activation, or 
apoptosis in eosinophils include 
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Immunol; Sep;lU4(.i Ft ipto- 
74 (1999); the contents of each 
of which are herein incorporated 

by reference in its entirety. 

HAGB012 424 Production of IFNgamma FMAT. IFNg plays A highly preferred 
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(including antibodies and pulmonary fibrosis. Highly 

agonists or antagonists of the preferred indications include 

invention) include the assays neoplastic diseases (e.g., 
disclosed in Miraglia et al., J leukemia, lymphoma, 



.(D 52 

— ^ CL 

2 2 o& 

a. a. « „ 

S- C co 

<L) ^ 

9 - -c -a ^ 
>> OX) 3 o 

F’igg 

'Ip’m e 

^ C U 



— 2 "O 3 

CD X C C 

Q .= cs 



E ^ 

J2 H 

3 cO 
— as" 
<lT £ 

1 8 
E .2 

* g 

4) C 



= £ b 
|S a 

O. C 

g T5 1 

-2 0> -a 

o 2P 2 
« jS § 

&B Q. h 
= 9 > 

— e t/5 



O C3 

C w -S 

O c 

52 tS « 
c cd c 
o *- . 

« & 2 

.2 o 

■n t ^ 



§■-£ 
g -O 

Si 

b .2 » 

■sals 



*5 o 
c ac 
.. m cd 

”8 g 

| a| 

<D £ c/5 

i_ CD 
CL-O -o 



| * • 
3 & 

-a <d 

c o- 
o . 

O -C ’ 



.2 isi) 

C 

CD O 

cl nr 
o ^ 

•3.sf 

a> a 

— 4) 

.2 o 
e Sk 
H, o 

!-§ 
^ £ 

S I 

s.« 



o I ' 

£ « 
_g E t 

g- a 



<D 
C/5 
CO 
<D 
~ vi 
CD 
oo 

' CO — 

CD CD 

.52 £ • 
-o o 

C/5 -O 

g 

r « 2 
E 3 

H § i« 

: a GZ 
? ob.S 



£ • . co 

2 vo ^ 

CV 5 ^ <D 

« I s 

Lo C3 cO 



o- o 
oxO 
X2 o . ^ 
Cl co ^ 

S o o 
*- o 
^ 9r ° 

J & CNl 

r co v — s 



~o © 

: ts 
: E 2 
! g 9i 

i i & 



. "O 
~0 CD 



00 So 

£ g-5 
b-~ ® 

O C r 

r/-> S r“! 



£ <D 

o c X) 

S- u ^ 

O « « 

= c s 
•“ -E *3 

C C3 

<D -C 
y O ^ 

h c 
-C s 13 

L|_m O 
S— <D r 

o u h 



S ^ c 
•5 | *g 

O =3 <d 
*■* -T3 

“ s ^3 
|^8 
^ o o 
g .2 -o 

8 4) .2 

cd X) T3 



9 E &od 

Its 8 



535 





philia 





On) 



O 

3 

uo 

o 

< 

ac 



536 






537 






538 





-o 52 

« p 

i -2 

(D O 

-6 o Q 

8 ^ M 

co 3 



^ * 'c/5 ^ 

V L- ^ 

.^- 8-2 

— o ^ 

« .S£ o 
< Q r 



V) .X 



■ — C /3 

> O 
r 3 
SO p 
P 

w x> 

£ 3 

o ^ 



cd 

P 

CO 

-3 ^ 

^ CO 

£ =5 

^ co 
-O O 

3 « 
.2 £ 

o •§ 

co 3 

£ c 

c 3 c 3 



P C 

c2 o 
£ *£! 
* — O 

■S^ 

Cd .3 



SO 

P 

*E 

o 



c £ 



co 

cd 

.a 8 

co cd 
O p 

5 .S 2 *- 

§•^1 

s i f 

° ts £ 
§ ^ J5 

so c -o 

g 2 £ 

£ -0 s 

3 3 w 
CCS) 
cd cd "O 



c cd 



.3 o> 

o I 
x> o 

t£- ,GS 
>> co 

1.1 
J 1 

3 *-0 

CL c 



*p "O 
co P 
cd £ 
p h 

CO 

>3 p 
O t- 

CO 

§ Cd .2 -o 

.2 £ -£ p 

t 3 .2 ' ‘ * 
cS -g 

£ 5 

s cd 



C 
p 
Cl 
O ' 

4-> 

cd P 
•3 O 
P -g 
CL £ 

o o 

£>j= 



3 

.£- 

*£* 

3 

2 E 

1 e§ 

i e 



c 

cd 

SO 



■u 

c 

cd 



P 

-o 



00 

Q 



cd 

a> 

CO 



-o 

p p 



*C 

P 

p cd 



< ed — 
«, P P 

CO w ^ 

S ’"5 o 

CO X) 

5 3 ^ 



cd P 
3= X) „ 
*3 cd co 



cd *- 
cl^p 

.2 p 
2 £ 



u ^ 
c - 




£ JZ 
co cd 


o 

4-* 


cd cd 


D- 


cd ” 


cd 


Q-C 


E 


"EL g 


E 


.s' 8. 




E 


-2 


2 ^ 
e 3 


p 


-J -2 


3 


3 

P 

cd 


^ & 
S E 


£ 

cd 

L 

SO 



cd 

£ 



cd' .£ 

Is 

2 ^ 
id cd 
3 S 3 

S '-2 

a. 

co' O 

’33 ti 

CL 3 
P P 
co C 



E -2 
E a. 

.§ S 

«4- cd 

o is 

£ o 
o +-» 
*33 g 
8 o 
g- d 
§■ § 



.« Q 



Q.-0 .tS 
o -p a, 

E 



E § « 



a> .2 o 
^ 5 o 

8 §> § 
S o « 
.2 2-3 

*■* <U — 
cd l£ £ 



-_3 cd 

il 

.ti cd 
2P cd 

•i e 

p ^ 
£ Cd 



c 

o 

cd 

p 

-5 

£ 

T3 

P 



Oh C 



Spl 

p 



p 

co 

cd 

p 

co 

*5 

.2 

to 

cd 

& 1 



p 


so 

3 


co 

13 


2 


nJ 

j 


£ 

.2 




cd 


o 

i- 


p 


so 


H 


<— 




co 

>* 

cd 

CO 


J= 
s— » 

so 


H 

b 

cd 


.E 

v- 

o 


U 

p 

3 

4—* 


P 

CL 

co 

3 


4— * 
£ 
P 

-a 

e 


Vi 

cd 

P 


p 

-2 


CL 

E 


p 

p 

cd 


P 

-a 

3 


cd 

CO 


p 

CL 

P 


CO 

p 

_C 

-4—* 


cd 


P 

X 

UJ 


"O 

P 

CO 

3 


P 

.£ 


.2 


T3 

■ 


o 


’£ 




P 


CO 


IE 


j 


so 


> 

cd 


G 


>-> 

cd 


& 


L— i 


£ 




a 


>* 


CO 

CO 


p 


O 


"s 

o 

o 


.2 

IE 


H 

< 

p 


cd 

£ 

td 


cd 

p 

CO 

p 


.S 


2 

3 

4-» 


o 

cd 


3 

CL 


_c 

■4— > 


•S 


-£ 


p 

p 


3 

P 



oo 

m 



j2 .Ii 
00 . 



X 

o 



cd 

1 8 
.1 § 
^ 12 



p 

a 



L- = 

O g 
3 
cd 
> O 

< 'cU 



ON 

<N 



r- 

to 

oo 

Pl 

a 

< 

DC 



539 






540 





■oliferi 



<D 

> 



CO 
Jd 

a. 

_ o 

s-s 

1-0 2 
3 °- 
bD -a 
*3 c 
<u ^ 
-O 



-2 - 
CL O 
S T3 

s § 

<D 

s_ cd 
rp ’5 

^ 03 

52 cl 

03 cd 



fc- -3 t> 
^ O c 
3 3 

CO 

- 03 
^ *£ 
03 



3 C A 

.2 Q 

+-» i-^ 

S < 

*"0 cd" 

.5 £ 

"2 H 

fc «* 

,<d 



CO 



1 0/ 0/ 
-O T 3 

^ S 
O C0 

1 .5 *-5 



o i2 

2 & 

-a <l> 

3 Cl 

O ^ 

O -3 



0/ 

L-< ■ 

0- _ 

. t: 

*5 « 

03 "O 

”5. .5 

^ O 

-o .5 



o3 .2 
*£ c 
§ g_ 

CL g" 

o 2 

g o 

§ -e 

E 

os' 8 



c £ 

a/ 

c 

03 



03 

’£ 
-. 0/ 
>» Cl 
bD O 
* ^ 
3 



<D 



—1 

« J 

5 & 

03 cd 
<u ‘2 

CO C 

o3 b/ 

<u g 
.2 03 
*-E o 

3 2 

*i 2 J 2 

bo a. 

-a Ef 

o E -3 

DC a 



<L> CL 

f I 

3 
£ 



£ 
CO IX 

E ^ 

I - 

o c 

03 g 

£ - 

co a/ 
cd 

D- £ 



<D 

CO 

03 

a> 

^ co 
<D S3 
co 

03 — 
d> a> 
.2 £ 
T3 O 
co -O 

g £ 

oS 2 

£ 3 

o £ 



o 

c 

o 

*co 



CL 

CL 

3 



co 

<D 

3 -a 

co c 

.2 cd 

T3 .2 

c .ti 

03 CJQ 



c JB 

os cc 

i— I r- 

bD.E 



£ .52 



co 

CL 

a> 

co 



52 c3 c 

I §>| 

MS O C 
8 -g .52 

rtj D +-» 

S c ^5 

^ is 

3 CL O 

£ S -g 

£ £ £ 



03 

a/ 

co 

5 

a> 

l* 



03 
CO 
<D 

c -o 
3 3 

a/ — 
Jl o 
"O c 

<D — 

ic 3 

0/ O 

e 1 

Cl 

jC' ,3 

bb a> 



bX) 

3 



ro 3- 






o 

o 

o 

OS 

|T3 

CL) 



■ « 

I JO 

>v 

03 



^ bX) 

15 3 

3 g 
CL^ 

a ~ 

** bb 

co n z 

> 

S CD 



bX) 

3 

H "E 

a> o 

£ o 

o OS 

£ -a 

a/ 



S J 



<L) .ti 

5 q > 



0/ 03 

3 
O 



03 

co 



O 

T3 



& s -g 



|JS 



« -g 
» -2 



a/ S? 

-£ 



^ CO 
>> 

03 c3 

E CO 

co 
i cd 

2 (D 



2 o 

■3 ‘Eo 

£ c 
^ CD 

e & 



X 

o 

o 



« c ^ 



CD 



3 H JS2 -£ 



a/ 

o 



3 

<D fl> 

QJ 

CL = 
<3/ <0 

~0 O 



L_ 

r < 

°P C -O o 

d> O a/ *3 

s. ^ ' s_ r~ 



3 .ti 



bX) 3 .. 

.£ .2 3 

^ o 



bp S 2 > 
.2 -o o> 3 

4_* O 

03 s— CL 

15 



5 - cu 
-3 

bX) o 



Z bB g g 

£ 

^ oS -5 

Ca e o 

-D 






< o £ .£ 



a> o 2 g 

03 0/ 



-O g *3 
*3 2 cd 
-3 *3 O 
3 0 -^ 

— t- -a 

l a c 

c2 VO ' ~ 

^ I 'O 

-a *j a> 

^ - t 

S .E <u 
o E 

cd 3 Q - 

co "O 

u 2 2 

^ - bb 

13 

c s 2 i< 



S 3: 

l s 

O qp 

c -C 

cd 



(D 

-T3 

3 



<U 



>£ ^ 



-= 3 bd 



3 ° 
3 o 

'3 3 

co g 

3 c - 

5 o 



2 e 

3 -a 
3 L- 
— O 
-O 5/3 

B ^ 
fe -o 

« 4 L O 
<D Q 

a. 3 



CO 
-*— * 
-O O 
CU , 0 / 

1*8 

1 g* 

CL O 

co 

— CO 

SO co 
» cd 

-o 

r - 3 

H cd 

•<^ CO 

S "5 

Uh L> 

so H 
hj ^ 

M -O 



SO 



.S c C 

s .1 

% z § 

1 2 

« a- 

Cl nj <, 

so 

- 1 s 

^ i g 
8 1 S 
® 'T *-5 
§ d " 



-o 

<D 



cd 



cd 

CO 

O co 

O Qj 

3 O 

£-§ 
.£ .£ 
a> so 

2 d 

cd 

co 

o.§ 

< s 
«> S 



_ CO 

Cd 3 Cd 
-3 L> L> 
3 qj co 
bX)^ 3= 

(U SJ 

cd ^ 

• ^ E 
= ^ E 

° 3 
^ 3 cd 

.2 .2 O 

X co +-* 

o g 3 

ti 2 ^ 

x .2 

O D -3 



-a 

3 

cd 

£ 

^ td 

"I 



2 o 



<L> 



CO i 

CO 
CO 

>> 

O a5 

3 co 
£ cd 
O Q> 

£ .52 



CO 

cd 

E 

o 

E 

CO 

cd 

CL 13 T3 



3 

O 



a> 

(N 

'53- 



r~- 

U- 

O 

< 

DC 



541 






immunomodulatory and described below under “Immune 

differentiation factor proteins Activity”, “Blood-Related 

produced by a large variety of Disorders”, and/or 
cells where the expression level "Cardiovascular Disorders"), 
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HAGHN57 430 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the include blood disorders (e.g., as 

NFAT response Nuclear Factor of Activated T described below under “Immune 

element in immune cells (NFAT) response element Activity”, “Blood-Related 
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85:6342-6346 (1988); described below under 

Aramburu et al., J Exp Med “Hyperproliferative Disorders”). 
182(3):801-810 (1995); De Boer Preferred indications include 
et al., Int J Biochem Cell Biol neoplasms and cancers, such as, 
3in0'):1221-1236 (1999); 1 for example, leukemia, 
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indications include weight loss 
or alternatively, weight gain. 
Additional highly preferred 
indications are complications 
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macrophage inflammatory Highly preferred indications 

protein 1 alpha (MIP-la), and include autoimmune diseases 
the activation of (e.g., rheumatoid arthritis, 

monocytes/macrophages and T systemic lupus erythematosis, 
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disease, multiple 
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ienting cells in hyperplasia, metaplasia, and/or 
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PI 3 Kinase assay, for PI3 kinase signal includes a method for increasing 

Signalling Pathway transduction that regulate muscle cell survival An 

glucose metabolism and cell alternative highly preferred 
survivial are well-known in the embodiment of the invention 
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cells that may be used according muscle cell differentiation. In a 
to these assays are publicly specific embodiment, skeletal 

available (e.g., through the muscle cell differentiation is 

ATCC). Exemplary rat inhibited. Highly preferred 

myoblast cells that may be used indications include disorders of 





the musculoskeletal system 
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and nerve damage 
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multiple myeloma, Burkitt’s 
lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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reporter construct (such as that below), diabetic neuropathy, 
containing the GLUT4 nerve disease and nerve damage 

promoter) and to regulate (e.g., due to diabetic 

insulin production. The neuropathy), blood vessel 





DMEF1 response element is blockage, heart disease, stroke, 
present in the GLUT4 promoter impotence (e.g., due to diabetic 
and binds to MEF2 transcription neuropathy or blood vessel 
factor and another transcription blockage), seizures, mental 
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invention) to increase cAMP, indication is a complication 
regulate CREB transcription associated with diabetes (e.g., 
factors, and modulate diabetic retinopathy, diabetic 

expression of genes involved in nephropathy, kidney disease 
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et al., Proc Natl Acad Sci USA "Endocrine Disorders" section 
85:6342-6346 (1988); Reuschet below), neuropathy, vision 
al., Mol Cell Biol 20(3): 1008- impairment (e.g., diabetic 

1020 (2000); and Klemm et al., retinopathy and blindness), 

J Biol Chem 273:917-923 1 ulcers and impaired wound 





(1998), the contents of each of healing, and infection (e.g., 
which are herein incorporated infectious diseases and disorders 
by reference in its entirety. Pre- as described in the "Infectious 
adipocytes that may be used Diseases" section below, 
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agonists or antagonists of the An additional highly preferred 
invention) to regulate the serum indication is a complication 
response factors and modulate associated with diabetes (e.g., 
the expression of genes involved diabetic retinopathy, diabetic 




in growth. Exemplary assays nephropathy, kidney disease 
for transcription through the (e.g., renal failure, nephropathy 
SRE that may be used or and/or other diseases and 

routinely modified to test SRE disorders as described in the 



ID o X 

X. s -o 

^ S , 

(U £ (U 
3 g GO 
-O Oh Cd 

^ o ^ 

^3 O 



5 S i: 
E .2 g 
o -o 

o £ 
ce -2 a) 

— r 3 to 
O o <3 
p £ <D 

a .1 

&-S 3 

>-> ctf <D 
J= O 



i|-E 

8 o 



> « a> 
o t; « 

C ID J5 
.2 §u « 

£ x ‘-5 



— c 

8 .2 .2 

C /5 CO ■+— > 

-g 

75^ 



C c -=i 
5 — o 

8) a> .2 

c3 -O 



<1> T3 P , 
C C 

J B «* N 
O c c 
r jg tu 

3 .£ 

sv.-s 

j-i ^—n rs 

4)00 2 

On •£ 
St ON » 



in ^ 2 
o <i> o 



e 8 

= -t 

4 L > 



»N <D X 4> 

- r- s- 

5 <u a 

s O ■£ ^ 

t v 

n § x-n fa 
o g r- ^ 

' .^3 CTs 

? > 2 

n r w -p 

R 3 r- £ 



<u ’is 
C S 

g ^ 

^ o 

e a 



DO 

o> 5 

5— O 

£ 4) 

-e 

to 30 cd 

See 

£ JJ S 

^■§=1 

0 ‘3 

^ J > /" N 

bO c3 U 

.£ 

1 ^ < 
8 3 Z 

a §.£ 



D *. 

ctf g 3 
O - £ 

E ^ <D = 

si! 

. — o * 
-o 8 ~ < 

3 £ .S ! 

1 

E o o 

a >.& 8 ■ 

*0 03 

« ID 13 
C to on 

^33 

I I J5 



581 



preadipocyte cell line that is a retinopathy and blindness), 
continuous substrain of 3T3 ulcers and impaired wound 
fibroblast cells developed healing, and infection (e.g., 

through clonal isolation and infectious diseases and disorders 

undergo a pre-adipocyte to as described in the "I nfectious — 
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invention (including antibodies liver, and urinary tract cancers 
and agonists or antagonists of and/or as described below under 
the invention) include assays “Hyperproliferative Disorders”), 
disclosed in Berger et al.. Gene I Other preferred indications 




66:1-10 (1998); Cullen and include benign dysproliferative 

Malm, Methods in Enzymol disorders and pre-neoplastic 
216:362-368 (1992); Henthorn conditions, such as, for example, 
et al., Proc Natl Acad Sci USA hyperplasia, metaplasia, and/or 
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of NFkB in | preferred indications include 
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(2001); and Marquardt and "Hyperproliferative Disorders . 

Walker, J Allergy Clin Immunol 
105(3):500-5 (2000), the 
contents of each of which are 
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IlIVVinvv* ~ * t • 1 J 

polypeptides of the invention include immunological and 
(including antibodies and hempatopoietic disorders (e.g., 

agonists or antagonists of the as described below under 
invention) to regulate NFKB “Immune Activity , and 




transcription factors and “Blood-Related Disorders ). 

modulate expression of Preferred indications also 

immunomodulatory genes. include autoimmune diseases 

Exemplary assays for (e.g., rheumatoid arthritis, 
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to these assays include Ku8 1 2, 
originally established from a 
patient with chronic 
myelogenous leukemia. It is an 
immature prebasophilic cell line 




that can be induced to 
differentiate into mature 
basophils. 
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et al., Proc Natl Acad Sci USA [ leukemia, lymphoma, and/or as 
85:6342-6346 (1988); described below under 

Aramburu et al., J Exp Med “Hyperproliferative Disorders ). 
182(3):801-810 (1995); De Boer Preferred indications include 
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reactions to transplanted organs 
and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis. Lyme Disease, 




asthma and allergy. 
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neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 
and tissues, hemophilia, 
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nvnnuiivu « 

art and may be used or routinely indications include autoimmune 
modified to assess the ability of diseases (e.g., rheumatoid 
polypeptides of the invention arthritis, systemic lupus 
(including antibodies and erythemato sis, multiple sclerosis 




antagonists of the and/or as described below) and 
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techniques disclosed herein or dysplasia. Preferred indications 
otherwise known in the art. include anemia, pancytopenia, 

Human dendritic cells are leukopenia, thrombocytopenia, 

antigen presenting cells in Hodgkin’s disease, acute 
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Exemplary assays for caspase includes a method for 
apoptosis that may be used or stimulating endothelial cell 
routinely modified to test proliferation. An alternative 

caspase apoptosis rescue of highly preferred embodiment of 
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that include, but are not limited the invention includes a method 
to, angiogenesis, vascular for inhibiting angiogenesis, 

permeability, vascular tone, and A highly preferred embodiment 
immune cell extravasation. of the invention includes a 

method for reducing cardiac 




hypertrophy. An alternative 
highly preferred embodiment of 
the invention includes a method 
for inducing cardiac 
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disorders (e.g., systemic 
disorders that affect vessels such 
as diabetes mellitus, as well as 
diseases of the vessels 
themselves, such as of the 




arteries, capillaries, veins and/or 
lymphatics). Highly preferred 
are indications that stimulate 
angiogenesis and/or 
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brain, liver, and urinary cancer. 
Preferred indications include 
benign dysproliferative 
disorders and pre-neoplastic 
conditions, such as, for example, 





hyperplasia, metaplasia, and/or 
dysplasia. Highly preferred 
indications also include arterial 
disease, such as, atherosclerosis, 
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indications include stroke, graft 
rejection, diabetic or other 
retinopathies, thrombotic and 
coagulative disorders, 
vascularitis, lymph 
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the invention (including agonists cell-mediated immune response, 
or antagonists of the invention) and suppressing a T cell- 
to modulate IL-10 production mediated immune response, 
and/or T-cell proliferation 
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disregulation is a key blockage, heart disease, stroke, 

component in diabetes. impotence (e.g., due to diabetic 

Exemplary assays that may be neuropathy or blood vessel 
used or routinely modified to blockage), seizures, mental 
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line established from Syrian indications include weight loss 
hamster islet cells transformed or alternatively, weight gain, 
with SV40. These cells express Additional highly preferred 
glucagon, somatostatin, and indications are complications 
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inflammatory activities and Disorders”, and/or 

inhibit TH2 helper cell functions "Cardiovascular Disorders"), 
are well known in the art and and infection (e.g., viral 
may be used or routinely infections, tuberculosis, 

modified to assess the ability of infections associated with 
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HBIAC 29 448 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the Signal include allergy, asthma, and 
STAT6 response Transducers and Activators of rhinitis. Additional highly 

element in immune Transcription (STAT6) response preferred indications include 
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216 : 362-368 ( 1992 ); Henthorn and cancer, such as, for 
et al., Proc Natl Acad Sci USA example, leukemia, lymphoma, 
85 : 6342-6346 ( 1988 ); Sherman, melanoma, and prostate, breast, 
Immunol Rev 1 79 : 48-56 ( 200 1 ); lung, colon, pancreatic, 
Malaviya and Uckun, J [ esophageal, stomach, brain, 




Immunol 168:421-426 (2002); liver and urinary cancer. Other 
Masuda et al., J Biol Chem preferred indications include 

275(38):2933 1-29337 (2000); benign dysproliferative 
and Masuda et al., J Biol Chem disorders and pre-neoplastic 
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produced by T cells and NK below under “Immune 
cells that regulate a variety of Activity”, “Blood-Related 
inflammatory activities and Disorders , and/or ^ 

inhibit TH2 helper cell functions "Cardiovascular Disorders"), 
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and Karin, Nature include boosting an eosinophil- 

410(6824):37-40 (2001); and mediated immune response, and 
Cobb MH, Prog Biophys Mol suppressing an eosinophil- 
Biol 71(3-4):479-500 (1999); mediated immune response. 
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Oct; 1 22(1 ):20-7 (2000); 
Hebestreit H, et al., "Disruption 
of fas receptor signaling by 
nitric oxide in eosinophils" J 
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invention (including antibodies 
and agonists or antagonists of 
the invention) include, for 
example, the assays disclosed 
in Miraglia et al., J 
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element (CRE) in known in the art and may be Additional highly preferred 

pre-adipocytes. used or routinely modified to indications include weight loss 

assess the ability of or alternatively, weight gain, 

polypeptides of the invention An additional highly preferred 
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ell-known in the art and may “Hyperproliferative Disorders”). 
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human T cells, such as the described below under “Immune 

SUPT cell line, that may be used Activity”, “Blood-Related 
according to these assays are Disorders”, and/or 
publicly available (e.g., through "Cardiovascular Disorders"), 
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by T cells and has strong effects of the invention includes a 
on B cells. IL-6 participates in method for stimulating (e.g., 
1L-4 induced IgE production increasing) IL-6 production. An 
and increases IgA production alternative highly preferred 



OO 



M C 

C o P- c 
c2'§ o £ 
.2 -p 3 += I 

o 



<L> 



’G CO 

r- JC “ CJ 

^ C O • — 



.SP =3 

X 13 
c 

CO 

1 .1 
E oS 
E - 

.E T3 
c 

03 — 

CO -Q 

0 S 

§ fa 

1 

c OJ 



(D 3 O ‘~b — ; 

> — is cs 
g t- 0- C 

^ ^ -o § 

Cj— i ✓ — N s— — 

o t> o 
SE|E’g 

« « 3 0--| 

_§ ^ r.SPtS 

c O <u 



0> 

c 

3 

E 

£ 

C/3 ^ 
o3 i— 
„ <L> 

bb 

oi 3 



"O 

a> 



<D 

0^ 



£ 

_o 

<D 

-O 

T3 

<D 

_o 



nD o 

i 1 

CO « 









<D 

C 

3 






CO 


-o 

CD 

x> 










’co 

2 


*c 




-O 


E 






JD 


o 

CO 




CD 

L* 


E 


~2 




O 

co 


<D 

T3 


CO 

3 


u- 

C-»— t 


*o 


‘3 


co 

3 


<D 


co 


.2 


<D 


3 


c3 


CL 


.£- 


03 

bb 


*■3 

O 


u- 

CL 


c3 

0> 

T3 

-5 


E 

3 

CD 

r- 


3 

O 


~3 

P 



os 52 



^3 JD ^ 

-o 
o 
o 



v ^ co 
V *- 

>> a> 
T3 



G3 O CL -O 



< Q ? 



jg — 

3 S 3 - 
« .2 « 
03 -»-> ^ 
> O C 
Ocfi 3 
^3 .5 £ 

03 -n _2 

u 



3 js ^ 



bo o 
2 - E 



c « 

03 wO 



^ G w 

v> .2 °° 

is s 

8.2 g 

.* T5 73 

a .E ^5 



£ 

_o 

(D 

X) 

a> 

s 

0) CO O 

* * — co 

CO CO 

>» O -o 

CO +2 

^ o3 co 

co 3 3 

S»fe 



ts 

03 <U 



£"§ 



03 . 

r >> 
^ op 

CO X 
<D 

’3 ^ 
c > 

.a o 

•E <u 

*S ^ 

-a -a 
o a> 
c -o 
3 *c 

E o 
co 

P CD 

.E ~o 



o JL 
c3 o 

g CO 

O 03 

o .2 
^ to 
C O 

— o 
-a -D 
g (L> 
"a 

<8 ^ 
£ g 

cl.E 



03 

CO 



O 

O (U 

3 O 

E 3 

G ^ 

E .£ 

<D VO 

2 d 

03 

co <*>. 

< E 
£ 



"2 « 
CO 

03 C o3 

— tU b) 

-- co 



— qj <D 

? n <l> .22 

faO n lb 

5— co 

03 E 

Q -= § 

VO C 

^ J g 

8 £ *5 

^ ° 3 
^ a 03 

.2 .2 o 
x ^ +-» 
o g T3 

2 a,^ 
^ .E 

O <U 33 



-o 

c 

03 

c/T 

03 

£ 

o 

a> 

E 

«yT 

cd 

£ 

£ 

o 

OS 



<u 

•5 -O 



03 

1 

2 

CL 

t- 

CD 

cx 

-C 



03 

CL’ 



c— 03 
<2 

co O 

% 
a & 

% 3 

< ^ 

. E 

co O 

<u c 

o3 
a> 



^ s 

c ° -2 
*a> ^ c 
o .£ .2 
o, § 3 

o a> E 
o £? x 
c2 X ^ 



>> o 



a> 

T3 « 

S.s 

c 

£ 



C)—> 

13 o 

E ^ E 

x ,ti .o 



^ c 
<u o 



co 



•o 

<u 



o 

c 






C cd x 

o ^ 

S £ 

1"S| 

a> 9 ^ 
s— 3 

c9 -3 J2 
cT2 O — 
rtc t- <d 
-o a o 



03 ’Z3 CJ 

lit * 

u 2 £ 
^ &o cd 
^ co" 05 
bo 9 2 
c s E 
o • a 2 

s- •* H 
O H 



2 -S 
03 ^ 

° _c c 

-a ■£ 

W CO 
CO CO 

3 a) 
rt’k co 

-G c3 

>> O 
03 ^ 

E T3 
Jr 9 

C X 
03 T3 
t-* ° 

S £ 



c -a 
<d c 

> 03 

CO 
<L> 
(D X 

TS O 

C4-4 X) 

o vo 

co C 
<D c3 

72 ^ 
+e c 

t *"*? 

(L> 

o-^ 

o 

o .£ 

CL O 



^ -o 
§ ° 



c 

# cs 



3 2 

&■§ 
s I 

c ^ 

03 O 

5— 

° C 
co o 
co +-» 

*3 C 

§ si 

« .1 



E 

^ c c 

O "O C3 
*^3 C p— ■ 
^ C3 § 

3 £ V3 

3 .2 S 

o 3 « 
E .a « 
g = o 

£ <u s- 
Z3 s— o 

|{g = 

,§iS 



629 



Exemplary assays that test for mediated immune response and 
immunomodulatory proteins alternatively suppressing a B 
evaluate the production of cell-mediated immune response, 

cytokines, such as IL-6, and the Highly preferred indications 
stimulation and upregulation of include inflammation and 
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neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 
and tissues, hemophilia, 
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measures the number of viable (e.g., due to diabetic 
cells in culture based on neuropathy), blood vessel 

quantitation of the ATP present blockage, heart disease, stroke, 

which signals the presence of impotence (e.g., due to diabetic 
metabolically active cells. neuropathy or blood vessel 





Exemplary assays that may be blockage), seizures, mental 
used or routinely modified to confusion, drowsiness, 
test regulation of viability and nonketotic hyperglycemic- 
proliferation of pancreatic beta hyperosmolar coma, 
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antigen presenting cells in Hodgkin’s disease, acute 

suspension culture, which, when lymphocytic anemia (ALL), 
activated by antigen and/or multiple myeloma, Burkitt’s 
cytokines, initiate and lymphoma, arthritis, AIDS, 
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ability of polypeptides of the production. A highly 
invention (including antibodies preferred indication is infection 
and agonists or antagonists of (e.g., an infectious disease as 
the invention) to mediate described below under 

immunomodulation, modulate “Infectious Disease”). 






I V 

I I 
o 
p 



H cQ x- 2 



03 

<D 



op 

cd 



cd 

T3 



<D 




P 




3 




£ 




E 


-O 


ip* 


O 


X 




<D 

-a 

p 


— 

CD 


3 


no 


£ 

_o 


0 

0 


CD 


CQ 


J3 





-o 

OJ 

X- 

X- 

<£ 

, 2 

CL, 



"O 

CD 

X> 



~0 J5 -CT 



T3 

O 

O 



>> <D 

.- -o 



o • — 

rr\ Tt 



O -3 

< Q 



u 

"2 

s 

Q 

x- 

03 

3 

( o 

co 

3 

> 

0 

1 

03 

O 



co (D 
P co 

.2 2 

.2 "° 
3 <u 
p p 

-O £ 

<d E 
fc E 

<2 o 

2 | 
CL 03 
. <D 
J-' *73 
-P 3 
.Sp-^ 

DC .2 



CO 

*CO 

- O 

CO ±-> 

: c £ 

_E <D 

t; -s 

£? 
3 o> 

0 co 

1 §. 
E ^ 

3 — 

<D o 
-P *3 
£ 
r <d 
top to 

<D >% 
CO 



CO 

o3 



11 
Ctf C3 
co , — s 
*co ^ 

£ I 

<D QJ 

3 

co ^ 
CD <D 

CL :S 
•— x- 

32 o 

—J CO 

C w 

E -a 



03 c 

r o 
bp\3 
o 3 
w -o 

co 

.2 ^ 

3 ^ 

.2 I 

£ J5 

CD 

-a -a 
o cd 
c -o 



£ <d 

-E -o 



O T3 
P 

03 ^ 

.2 p 
T 3 o 

•s « 

*73 £ 

t I 
<2 <s 
£ .= 
cd 

>* T3 

3 3 

bo o 
*3 P 



o 

. co 
co -—3 
s— 03 

-8 g 

0 .1 

co -3 

•■5 3 
b-a 
2-E 

2 -o 

1 8 
§ <£ 
q= g 
.£ ex 



« .2 
'= <= 
S H. 
8-2 
"5^ 

to 

03 

CL E 
- o 

03 J- 

£ - 

£ .2 
3 P 

■8 8- 
3 



O 3 
C CD 



a d 

3 < 

CD W 
03 2 
3 ’£ 

co c 
03 5> 
CD £ 
CO o3 

3 o 

>, 
s= £ 
2 j 2 
«fa 

1 f 

3: .b 



c3 

£ 

o 

-3 
CD CL 

•1 I. 



2 <L> rtT 

« % .2 

E 0 § 

a 



p 

03 



3 

E V 

3 ^ 
£ “ 
o 

c3 



co c3 



O 



- n 3 <U 

too g c 

00 £ co" 
3*3 



-a 

^ <U <L) 

w c ^ 

s i J 
'gig 

CO * ^ E 
p L— 03 

.O is 



co 

o 

_r l> 
.2 •£> 
— 03 



CO 



-T U-j w 

OQ ^-3 qc 


ISJ 

CL 


.2 


P 


«<-E 


CD 

co 


IE 


O 

*co 


£ a> 


cd" 


CL 


CO 

CD 


0 .ti 00 


CO 


O 


"S i S 

c 1 1: 


3 

CD 

co 


s— 

3 

CD 


CL 

CL 

O 


, £ 3 -0 




C 


CO 



E o g 

-C ^ -§ 

S M §, 
O 

5£ 3 



CO 



^ a> 3 = 

1 

3 -c E 



a> 

o 

|H 

a> 

3 -2 
■ 3 £ 
ro E 
o 0 
c X 
C rn 

1 = c 
* o 



3 t3 
-x-» C 

o CU 

£ a> 

5 e 

-3 S 

O 



<D 

2 

CL 

- ^ 

o o 

3 



CO 



O 03 
3 

-a 
o 



CO 

QJ T-t 

3 1 
S E 

f | 

« i 

3 M 



£ CL 



-a 
c 

- 

& ^ 

O 03 

3 

£ ci 

£ 5 

3 . 

p 2 0 



<U CO 

js 2 

p 

S 5 

3 O 

= £ 
3 D 
> -P 
<U O 



3 



g-.E 

x- <L> 
O ^ 
3 O 



b* <D 
-a 

p >> 
3 3 
co E 

CD 

SP «3 

1 tS 

Cl co 

§ « 

2 ^ 
3 co 

C 3 



S -o 

■g 8 

s b 



.2 ■£ 



3 



1 p 

E 
>> -5 
TS 2 

p £ 



p 

0 ^ _p p; 
’_3 co -E £ 






co — 
« 8 
&■“ 
C 

§ « 
P O 



s 1 

O £ 

-o **“ 

g to 
S2 a> 



P T3 
a> P 

>3 

0 E ^o 

. a> 

.ti JS "O 

*5 tM 
t> O 
3 co E 

CO « 

'S 5 e 

2 a.-- 

1 8-1 
I -bo 
-p o .E 

O CL w- 



0 s* 

co 3 
-*-» co 
CO co 

’£ ^ 
O 

W)T3 
3 

P 

3 P 



0 P 
co o 

+-* .3 

co -4— » 

1 I 

toD £ 
3 -E 



rp 
— » ON 

^ ^ n "3 
top 
<D P 
3 p 
SP <L> C 

top 2 3 

58 O ^ 

_ p 

_3 

P . . 

T3 2 
o .2 ON 
co q On 

-2 E O 

3 .2 3 

3 CQ M 



o 

NO 



3 

bt P 



3 



-S too 



= c 



H c2 



£ 

— 2 

S o4> w 

•C2t3 

3 vo 

» 

a. 

CO 3 
<U -P 

O - 

2 -fi 
-p o . . 

a 3 c 

E o o 

E 0 
g- ° 
J g-(N 

r 3 s -— ■ 



.£ 



ON 



CL — 
P § 

B2§ 
^ E - Ci- 
NT — T os 

X) 3 (N 



0 
CL 
3 

-P 

1 

CO 



<D 



-a 

LU co T"I 
toxj 8 

= 2 ^ 

® o 



CO 

o 

CJ 



o to -2 
C g CQ 

2 n o 

£ o 

p *>• 

£ ON D 

^2 J3 

^ air 

a> ^ 3 
^ ^ 

£3 on « 

co LP 

£ ON — 

3 fo <L> 
J= Vi ’O 
s — 1 00 s — 1 



C 

<u 



C P 

8 1 

.8 1 

^ 9> 



3 a> 






00 ^ 

CN «+- 
OO O 

cnI 2 

g 

C/N ^ 

NO O 



643 





cd 

<D 

CO 

|5 ^ 

qj fip 
£ 2 
, >> -3 

M * 

. 3 



top cd 

•S £ 



*P S 

V« «- 

^2 

0) 3 
g C 

g «0 



co _r QJ 

■ — 03 -r-j 

-acx 



~ C/3 

C/3 i- 

S- ^ QJ 

qj 2 u 

"O C r“ 

1.2 s 

Is “ 

Q ^ = 

» -2 « 



<L> 

£ 



2 


CD 


3 

o 


3 


> 


.3 


co 

e 


ccT 


cd 

.2 

3 

.£ 


*3 

co 

jd 

CL 

O 


X 

CL 

£ 


£ 

D 

X 


od 

t- 

,a> 

C4-H 


3 

QJ 

t- 

.QJ 

C 4 — i 


c 

CO 

cd 

CL 

O 


£ 

QJ 

3 


3 


<U 

3 


C8 


3 

QJ 


o 

3 

CL 


D 

3 

CL 


QJ 

C 


2 


u 

u- 


<U 

3 


£ 


X 


3 

co 


>> 


QJ 

3 


c/T 

cd 


«s 

<D 

t- 

Ch 


3 

CD 

.3 


O 

-X 

3 

D 


*3 

o 

CO 

D 

3 


CL 

>> 


X 

OX) 

5 


3 

CJ 

.£ 


X 

0 

3 

co 



CO 

I = 

° o 

a. o 
E " 

>> OX) 



O 5- 

cd o 

E o 

c 

o cd 
to <-> 

"i « 

S)-E 

.s = 

CL 

O C 

s * 

o' a> 
3 > 
cd x 

2 -- 
O £ 

£ cd 
cd i- 
CL X 



o 

> 



cd o 

*-M 

c £ 
o 

3 

p 



qj 

CL 

.2 i 

to * 
cd O 

S- o 

s « 



co 



qj 



c cl o 



.qj c 

m— * gj 

2 -o 

CL QJ 
*- 3 
O 3 

5 O 

O .£ 



OX) 3 

c 

cd 



3 

c 

cd 

ccf 



CL 

cd 

o 

£ 



CO 



QJ - — 

-a .to 
3 

•a § 

3 o 



o 

CO 



3 .5 

X co 

8- J2 
O cU 
CL col 

>, H 

X 3 



o 

"o £ 

P CO 

qj 

s « 

<D X 

£« 

X CO 

X 

OX) c 

E .2 
< 1 



3 

Si 

,QJ 

L— 

O 

'— 

CL 

X 

OX) 



cd 

c 

.2 
*-4— • 

3 

3 

cd 

c 

< 



Oi) 

c * 
o ^ 

td 
o . 
3 o 
CL -3 

E 5 

O 3 
« X 
cd .tO 

CO ^ 

C 3 

O O 

•So trt 

+-► Cd 
cd • — 

.2 8 
3 eo 

.E 3 



o cd 
X) o 
cd co 

2 £ ’-3 3 

_c* ^ 

-£ c 

cd 3 
CL 3 
O 

.£ >; 

« rS 

w cd 
o a. 
•J3 O 

o £ 

ji 

-a c 



X 

cd 

CL 



CL cd 

2 CO 
C Qj 

„ CO 

o cd 

J-. GJ 

3 co 



qj 

cd X 

g o 

fc- i- 

r ° 
ob -a 
ai P 



3 

o 

X 



qj 

"2 

s 



aj 

3 

s— 

o 

co 

5 

"£ 

c 

0 

01 



cd T3 r 



o . 
tod 
cd 

^ £ 

X cd 

td -V 

CL O 

2 £ 

3 

O C 

c -o 
.2 g 
o a> 
X co 
cd cd 
cd 
co 

T « 

J2 £ 

O O 
X 



Q > 2 — 

i.l .f 1 

•C -2 O 

I’S o.2 

I o CJ O 

1*0 Cd -O 

c-a ^ 

cd u ^ 

E - 



3 = 

IS Ji I 

p £ 



cd 

o 
co 

cd O 



co 

C t= 
— CD 

-a c to) 

O > o 

o I 2 

* — > (D CO 

■o w fl) 
co ’ > 

? c 
2, <d 2 

.2^x S 

J O = 

GJ O 

^ n to 
ox) -P b 
c « 03 
*55 S ^ 

3 X *5 



c 

.£ *f 

CO t-. 

= X O 



O 

OX) 



* c 

<D «> 



OX) 

CD 3 • — 

CO 3 to 

CD -to C 

^ 3 cd 

CL O ^ 

c a x 

DO — 

OX) *-- ^3 

.Or co cd 

to c to 

S <1> g 

<3 > 

QJ co *3 

JL 3 o 
cd co cd 



0 

1 . 

<2 g 

"g =5 1 

« o.-£ 
2=o 
3 cd 3 
O t 

!s H C 

- D .2 
W ^ ^ 
CD 3 O 

.£ 3 £ 

X top <5 

O — 
3 Lh ~a 

a, c 

o 3 cd 



E 

3 ti 

S «* 

X 

O 4— » 

OX) C 



o 

>> c 

or: .to o 



<L> X 

• = S 

3 



3 

O 



O 

-a 



X 3 



2 % 

£ 8 
3 cd 
co 

^ X 

< 3 



a> 

X 



d> 



3 « 

E !g 
*2 ^ 



c -a 

D 3 
> Cd 

3 co 

D ■ 
<L) X 

■£ ^ 
c+^ X 
O 3 

^ £ 

QJ Cd 

r2 tox) 

'ELjg 

QJ 3 

&- 

X' o 

o .£ 

CL w 



^ o 
o 

° CD 

£2 a> 

co N 
£ 3 

§>-§ 

1 1 

as O 

V- 

0 ^ 

co O 
^ X 
CO 

1 I 
« .1 



<L> 

^ ^ 3 

3 ^ 

co ^ c 



CO 
CO 3 

cd ’ ” 

Pi E 

§ s 

Uh OJ 
O ^ 



cd 



3 

<L> 

5— 

3 

£^ 

o 

O 



E x 

a> 



<tT x 

^ B £ 

E 3 3 

3 qj *rd 

x x 2 

W ^ d 
^ X to) 
O 2 to-H 
X 3 O 



D 

CD _ 

3 -£ 
O 3 
a d 

^ - E 
2 o 

£* S 

D >J 

> O 



D 

3 ° 

^ cd 

O x t> 
3 2 -O 
O Uh CD 

S £ 

3 .2 ^ 
£ 2 
X 3 
00 0 



CD 

3 

cd 

CL 



<T) 



5 

*— > 
CQ 
X 



(N 

^d- 



644 





w 

CD 

TJ Cfl 
^ 8 =6 
2 J t 

o ^ S 

CD *S 0 -T 
g t>o 

^ o J 2 
w> g o 

«- S s 



(D 

-X 

o 



co CD 
dj co 



<D 

X 

cd <l> 

x ^ 

nd m 
O § 
CD "O 

-o 8 

4"S 

CD O 

^ >* 
8 X 
CD 4 _> 

3 cd 
§ 2 
i* i 



3 

CD 



E 

CD 
<D 

^ - 

so E 



ET § 

too. 2 

Cd <o 

-'i 

-2 o 

X cd 



CD 

CL 

X 



top 
<D 

CD 
co 

2 2 
E 1/3 

8 s ® 

| -I 

2 o 

3 CO 
3 rrt 

1/3 s 

2 o 

Cd 

X o 



<D 

CO 

cd 

CD 

2 

x 

ti 

cd 

CD 



x 

c 

<D «* 
5/3 *-T 
cd g 

8 o 
« £ 
s e 

o 



3 

CD 

CO 

cd 

> 

O 



£ 

c ■a ■§ 

X) 

C 

o 



2 «5 



CD Cd 

■2 o 

o - 

co 

^ -s 
l.S 



CO 



> a 

O t- 

3 CD 
CD CL 

E ^ 
E x 



X 

CD 

X 



vv * t -\ 

8 § 

x x 



c 

CD O 

*P x 

** cd 
3 CD 

<u •— c ' 3 
c t: : 

•r <d co 

0 :S & 

O L- -rj 

X CD 3 

c ^ o 

CD _? .22 

ccf co Q 

1 “ g 

-g 2 -c 

r2 cd o 

.2- -2 -g 

U«S 

X X = 



.2 o 

CO X 
> X 

X ^3 
: 

a. &*> 

2 A 

3 ^ 
g C 
c o 

~ £ 

I 

-2 CL 

CD P 

x .2 



X x 

co 3 
co 3 

S | 

■o > 

3 *-Q 

x .2 

i a 
« s 
>>*~ 
x x 
PI c 
o _ 03 
O 2 

E o 

X cd 

CD X 



CD 



tob 2 



cd 

cd 



3 ^ X 



X 

c 

cd 



o P r - 



£ 

c o 



CO (U 



8 8 
'c 3 

X (D 
CO 

n *3 

Cd § 
tob 2 

x t> 

Ed c2 

CD c — 

X .3 Cd 



CD 

X 



O 

3 X 
*— cd 

■8 S 

£ E* 
o 8 
sg 03 
-o 8 

"» 5 



I* ® 

.1 i 

S- 3 
3 +-* 

g Ed 

£ - 

o s 

3 -J 

8 « 
CL’? 
co 3 
cd cd 



co • — 
C ^ 
2 « 

3 < 

Cl 

3 

Q 

x 

c ^ 

cd qj 
C 3 

If 

co O 



co co 

— 3 

g O 

.2 *3 

cd 

cd cd 

O L3 

15 & 

c E 

x 8 

c2 x 
8 c 

X ^ 

1>J5 

^ o 



" i 

o .2 

O 

cd eg cd 

1 s«s 

§3 S 

3 « 3 

t-. CD X 
X Cd 3 

« is •- 

2 UJ cd 

& • S 
-c £ 3 
c .2 2 

i S 2 



3 

td 

> 

X 

o 

cd 

O 

>-* 

too 

3 

X 

cd 

CD 



co 

co r- 

5 * .2 
> -*-* 
> O 
X 3 

£ a 

Cl 

too 

3 o 

Ed .S 

.§5 c 

co O 

O ‘5 

.> 2 

C " 

o cd 

CL 

co ^ 

& E 

u-< cd 



<D 

2 

^ X 

e « ^ 

11 § 

^ £c 

CO *" ^ 
>-. >» 3 

S ? 3 
S -S O 

3 cd 
C* O O 
cd 0 

Lm J— i 

c O 3 
E co 

§ ^3 Cd 

W 3 E 



CD 



3 X 
D 3 
> cd 
3 to 
•— (D * 
D * — 
X ^3 

*x o 

L-h X 

o x 

CO S 

<D cd 
12 ^ 
p ; c 

Oh 

0 > T 3 
CL 3 
>? O 

o .2 

CL w 



^ cd 

"3 co -4—* 

O (D 

co cd 
3 1/5 C/5 

co co 
■3 cd J 

O <D 3 
DO X X 
cd 3 cd 

? Ed & 

cd 3 - 



' X 
On r i 
oo - — < o 

^ cd VO 

O' 
w <N 



cd 











CD 

O 


CO 













CD 

X 




3 


Q 




CD 


CO 


• 


CO 


2 


E 3 


- 4 —* 




C 


r^ 

-d- 

oo 


cd 

-+-» 

CD 


H- * 

'> 9^ 


X 

CD 


a 

2 


o 

CD 

X 


toO 

.3 

X 


<D 


3 

2 



w 3 X 
co O <D 

131 

§ 8 8 
toO r- X 
cd .= X 



O X /— s 
— J- 

Jo 

n c n 

S) ’“l. 

tooS too 

O O 
0^0 
3 On # 3 
X On X 
o—o 
o N — / o 
X ^ x 
Cop 
tu VO PJ 



°Q ^ 

C/D ^ 

3 £ 

o rE 

co s '— ^ 

13 oo 

«3 jo 

X o* 

° — c 

2 E 

^ D 
«T5 X 
ON ? 

on 2 
wOQ 



UD O 



oo 

z2 

ON 
OO 
ON 



X 

X 

(D 



E 

.2 

^3 oo 
CJ S 



"t x g 
o 

& 
o 

CD 



i/N 

m 

LO 



(D 

cd 

<D 



w X O •= 

— n ^3 <D 



X CD 

CD <D 

O D 



J-i CD X 
O O -? 
3 cd ? 
cd CL 
Oh qj <d 

.2 -o ^ 

CO 

<D g Cd 
co ^ CD 

H-> 4 _» CO 

cd <D 
3 X X 
.— •*-*'*-* 



g»J5 
2 ^ 
a e 

r *-h 
top O 

3 x 

^ 3 
<D cd 

lu 

= u 

> % 

cd <C 



CD 

X 

b E 

cd 

£ *■* 

<D cO 

X X 

w g 

■d .2 
J 2 -S 

2 2 
CD O 
3 3 

cd cd 
too CL 



vr> I 

1/3 r . 

>> H 

Cd 

CO P* I 
CO 



cd 

CD 
co 
CD 

-P <D 

2 ° 
toO 1 ° 

.S H 

x H 

Ln i— I 

8 i 

CD CD 

cd x 
x JE 

CD o 



645 





are an adherent epithelial cell associated with obesity, 
line established from Syrian Additional highly preferred 
hamster islet cells transformed indications include weight loss 
with SV40. These cells express or alternatively, weight gain. 
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VCAM-l expresssion in "immune Acuvuy , diuuu- 

endothelial cells. Endothelial Related Disorders”, 
cells are cells that line blood "Hyperproliferative Disorders' 
vessels, and are involved in and/or Cardiovascular 

functions that include, but are I Disorders"). Highly preferred 
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to, angiogenesis, vascular and consequent complications 

permeability, vascular tone, and (such as acute respiratory 
immune cell extravasation. distress syndrome and systemic 

Endothelial cells play a pivotal ischemia-reperfusion resulting 
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blood vessel blockage;, seizures, 
mental confusion, drowsiness, 
nonketotic hyperglycemic- 
hyperosmolar coma, 
cardiovascular disease (e.g., heart 





disease, atherosclerosis, 
microvascular disease, 
hypertension, stroke, and other 
diseases and disorders as 
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(IgA plays a role in mucosal embodiment of the invention 
immunity). IL-6 induces includes a method for inhibiting 

cytotoxic T cells. Deregulated (e.g., reducing) IL-6 production, 
expression of IL-6 has been A highly preferrred indication is 



C 



sq 5 o 

O 3 
o ^ <u 

c ,e — 

' 5T CD O 
^ C 

j- » — 

^ ^ c 

£ R O 
3 <U 

5 « 3 

JS 5 I 



|-5 3 o.- 

£ CO 2 
O cd 

'*5 OD £ 

S .5 i 

^ to g 
C O C ■ 

— o — 

T3 -O T3 , 

B <u £ 

E ”0 Cd 
<4—i _— O 

<L> O <D 



<D 

£ -o 

cd £ 

— or> O 

' 1 5* * - 
« 3 -n 

Q-< o ■ 
^ Jz • § ‘ 
i o S c 

« C/3 -3 

: g cd 2 
» g <u £ ■ 

S M £ £ 

l, o "O -3 



CD 


O 










H 


.£ 




C 




<u 




d> 


%— * 
P 
O 

J— 


4-> 

15 

cd 


.2 

c 

<u 


"O 

c 


-C 

4-» 

<4-i 

0 




td 

"O 


J- 


> 


cd 


C/3 


c 


Q 


O 


D 

<— 


C 


C/3 


1/3 


a> cd 


P 



(U cd 

rs £*> 



,2<S 2 

O to C 

C <L> & 

<4-4 4-» £4 

ed O- . 
c — 

C 

•Sis 

rt B5 -O 

«S & 1 • 

- « O 

2 c 
O- E 2 

— 4> C 

8cd.§ 



655 



stimulation and upregulation of include inflammation and 
T cell proliferation and inflammatory 

functional activities. Such disorders.Additional highly 

assays that may be used or preferred indications include 

routinely modified to test I asthma and allergy. Highly 





op 

<d 



d 

< co 
cd a 
o <u 

— to 



O 

'It, 

-o \£ 

<d co 
* _2* 
£ cl 
a5 o 

sZ CD 

a, £ 



-a 

o 

r£ 

' c 

~ ° 
cd to 
£ <D 

g ..f-o 

+-* CO CO 
>% £ Cd 

11 o 

i S --2 

cd 



C3 E o 

a. >> * 

.. c C3 

2 .2 E 
£ c o 
^ id E 

CD J3 
>> £ <D 

E « £ 



<u 

> 

\£ -T-f ^0 

2 d £ 

f <D fa 

hz d J2 

e e o 

& £ s 

£L— » 

9 --= T 3 
2?.2P_3 
T“ V *0> 

4. •- 

«> w 

^ to C 

C L- o 

3 « -S 

| 1 .S 

J 55 I 



cd 

E 

o 

D 

>% 

£ 



.i J 

cd cd o 

£ cd 

S E ?P 

3 o S 



E <d 

£ 2 

o S 



<d 

> 



C/5 



<D 



cd 

I If 

ng* 

o § <D 
cd 2 

E -£ cd 

& « 
* £ 2 
a- ^ cl 



■3 & 

4 > cd 
Of) c 

1 = 
o 12 

C/5 £ 

a> cd 



O CD 
\£ > 
cd lz; 

e -•> 

o .£ 

« 2 

ax 



to o 
to £3 

|<8| 

td ”0 §" ( 

£ &. § 

^3 c/5 C 

.£ -^ <D 
“ i- 

"O - CL 
2 &-T 3 

Sc = 

2 2 
CL CD <D 
“O T3 

^ -2 o 

*5 o .co 

O .£ -o 



CL 

£ 

cd 

X 

<D 



co 

»S C ~ 

'S 2 .2 
"2 *5 *£ 

S g d 
cd .H cl 
_r -a o 

.2 c 

JS -o c 

a» § 

cd b a 

d «s rf 

£ 2 '3 

«*• S 

'1 .2 § 

S2 4) 
a.jd -g 

5: ^13 

j= -o .5 



cd 

’£ 

<D 

CL 

o 

o 

o 

-D 



.2 

*E 

<d 

CL 

O 

-X 

03 

CD 



~ C/5 

J ti 

S^s 

3 < £ 
cd ^ CQ 
<D *£ cd" 

co c j- 
cd ^ fc 
<D C O 

.2 13 

T3 .O ^ 

“ d, E 

c o <D 

xo a. 
OP o t: 

"8 E 3 
I 2? E 



CO 



a> 

CO 

cd 
<D 
•N CO 

SS =3 

— S <u 

^-00 

X0 o 

-i— » co 

« | b 

cd Id 2 

£ E 2 
o o c 
r t E 
& c 
E cd C 

^ ob .£ 



c 

cd 

00 



"O cd 
^ <D <u • — 

co C t— 

- c 53 ” 0 . 

.2 -g | a. o 

§ s .i S E 

o. a. < 4 - g » 

O „ O o 

^ .2 c o 

3 — o ^ 

® •= -S g 

CO C 



^ Cl “ 
« o 5> .2 



CO 

CD 

3 

CO 

co 



to 

S* w 3 

co 



& 8 ^ 



CO 



(D 



CD 

-C 



m 

ON 



o 

S-l 
2 8 
iS B 

'"l '•= 

o cd 

I! 

II 

.5 -o 



c "2 
CD C 

> cd 
£ co 
— <D 
W LZ 
r- ~0 

^ O 
4- -O 
O 
co C 
05 cd 
"2 W) 

5 c 

0 -< C-m 

a> ^3 
0-^3 
^ O 

O .s 

CL w 



tt co 
O ^ 
to cd 

+-> CO 
CO CO 

’E 

c W 
60*^ 



81 M® 



o 

NO — 
r cd 



<D _ 
cd *c 
ZZ CD 
00 <D 
cd 



S5-2 



- o 
cd C 
* ET 

o 'a 

co o 

4 —* . 

CO -4—* 

*E S 

o > 

g*.l 



4) 

T3 

C 

cd 

% 

O 



„ o 

S *£ 

.E5x 

-o 2 ^ 
a> ^ on 

CO Q ON 

-2 £ w 

8 -2 § 
-O ffl (N 



S 00 

. = rn 

a “ 

2 ^=> 

S' » 

S n. 

CO ^ 

<D -£ 

O r 
2 

Q. 8 

E 2 

CL 

s 4 §■ 



o ~o 

Z. d> 



-tO On 
CD <N 
CO I 

cd ,-h 
-£ On 
a3 <n 
> do 

So 

S' § 

o § 

CN| E 



2 

o 

& 

o 

o 



c *53 
o £2 

CD <D 
<D J= 
-£ <D 

^ cd 

x: 
on ^ 

ON ^ 

o s 



>% 

Cd 

# £ 
^ td 
*5 JZ 
sZ ^ 
CO 

S 

CO ^ 

.tt o 
C S 

•— t- 

CD 12 

o c 
c -8 

<D 



c2 

E 



00 

K ‘1 

CD =3 

-S ^3 

<D 

O tt 

00 o 



c 

cd 

E 
£ X 



~2 <0 
o J= 

§ & 

•3 E 

D tO 
CO 

3 cd 

CD CO 

X> cd 



.= tS 

E s 

CD <D 
JC 

T3 ^ 
CD C 
to 

O £ 

O ^ 
co o 

’-3 -S 

CO 

CD CD 
3 CO 

cr *> 

1 1 
o 

<D tt 
-*-» CD 



£ 

D 



(D 


£x O 


i— 

cd 


O -r-j 

•£ S , 


CO 

15 


« f « 

t> „ c 


0 


M£& 


_o 


• E 3 -3 


*C 


C — c 

s = ® 

CO ° 


-o 


£ 

D 

T3 


E g -0 

cl .2 ~o 


£ 


— CO CD 

L- C -*-* 


cd 


D £ cd 
“ Q. > 


E 


Z3 

X. 


-4—* CO -4— > 

s 3 0 

Cd c/5 cd 



£ 

.2 

td 

cS ^ 

C4— ( d> 

II 

— . o 

CD 03 

« 15 
H c 



D 

£ 

‘-5 

o 

o 



cd o 

5 § 

E TD 
CL £ 
ZJ cd 



656 





d 

3 
iD 
3 

3 3 

L> — 
=- » 
= E 





D 


£ 




00 


cd 




a 






D 

oo 


oh 




5 ^ 




c/T 




£ 


*X 


E fc 


.2 


1 

cd 

o 

o 


b<22 

•— 1 d 

1 ^ 


"X 

o 

£ 


-a 


«* Id 


C/3 


£ 

D 


.2 § 


£ 



00 -o 
E “o 
c * 
<u c 
E < 



0) 

-o 

C/5 

cd 

D 

C/3 

Cd 

D 

C/3 



C/3 

O 3 

•3 .2 

03 * 

o o 

^ <£ 



C/3 

S3 




*■3 

cd 




£ 

.2 


£ 

cd 


o 




o 


00 


‘3 


C3 


D 

«8 




^5 

.E 

-Q 


.2 

"cd 


S 

22 


G 

T3 

£ 


_c 

J- 

D 




D 

j— 

u. 


cd" 

E 

j= 


b 

> 

’3 


cd 

£ 

O 


-u 

£ 

3 


*D 


22 

CL. 


■*— * 
C/3 

cd 

D 


*C?3 

£ 

D 


"S 

E 




C/3 

cd 

D 


>“> 

X 


-a 

^3 


c/3 

i-4 

D 


£ 

cd 


O 

D 

X 


C/3 

5 


00 

s 


O 

E 


CL 

X 


?3 

£ 



b 

o 

03 

- E 



-£ 3 

3D -3 

•— O 



.2 -g 



03 C/3 

c c 

.2 2 
*3 *3 
L3 cd 

3 £ 
< I 

2 •o 
« 22 
-O *-* 

V- ,Q> 

o ^ 
•E 2 
”5 a. 



o o 

Cl co 

O 4> 

+3 ^ 

g C/3 
C 03 
D 



1 & 

« M 
D 5— 
£ « 

I O 

.1=1 



> a> 

11 

< s 

g 5 

3 

E S 
£ -2 
r- 2 
-. c2 



.2 w> 

r S C 
-§ 

4> « - 






d td 
^ O 
o 



£ * 



<D £ 

X cd 



« 1/5 „ 
« .S2 .S2 

03 ,ti 22 

0 3 O 

.2 -S td 

s-Sl 
f s £ 
.1 I 2 

2 § g. 

1 •£ J3 



© E 

D2 



.a £ 

§ O 

v- D 

JD X) 
O -O 

^ s 

<D X 



C/3 

D 

T3 

C/3 

* o3 



a ^ 

D 3^ 

.a 1 

■o 03 



1/3 

Cd 

r ^ 

OX) — 



0X) 



D 

-T3 



cd 

:— 

-o 



« OX) 15 -g ‘5 .= 



C/3 X 

.2 

O y-^s 

C £ 

.2 5 

,2 D 

*S ■*> 

T3 T3 

0 <U 
£ X 
3 3 

1 » 



£ O ^ 

-2 *3 .E 


r £ 
oo cd 


.£ g w 


«£, cd" 


v- j» 2 
o he .2 


C/3 E 
D O 


» P « 
.£ a. .2 

to — -O 

g D .E 

O O 


g X 

S g- 

.2 c 
-a ^ 
o 




■3 .2 



jC 'Ll 

£ -o 
JJ 3 

D O 
J— r“ 

cl .5 



g P to * 

3 

E 



D 

E 2 
.E cu 



D 

“O 



§ E£ 

-X D L- 

2- o 

O 3 oo 

TT* (11 



D 



D 



D 

-o 



C g 

o .2 

« 2 2 
03 3 

G -O <+Z 

* I'-s 

fa CL 



£ 



03 
£ 

>>.£? 
o3 oo 
C/3 . 



D 
D 

-1 

^ §0 
» ? “ 
d ^ ^ 

C 03 +-> 

c/0 03 



D 

£ « 
g 

e3 >> 

c/3 

O T3 

'I—* oi 
CL E 
O ^ 
CL t2 
cd Cd 

o ^ 

rv * 

o -E 



s I 
g I 

3 .§ 



T3 

D 

5 

-5 

g ^ 

c o 

-s-t 

12 
3 cd 
O D 
*- -C 

l_ '*-* 
O C/3 
CjO 

TD d> 
D c/3 
c/3 in 

3 cd 



C -3 
D C 
> cd 

£ c/3 

D 

to O 
X) 
O -X 

c/3 g 
D cd 

12 ^ 
o--S 

H. 3 

^ D 

o .2 

CL w 



.til 

o> i « 

x; -S c 

C - £ .2 

° o « 

V 2 -* 
•3 o a 
o £ “ 

g* 2 § 

’*— * rv .is 

C ^ ’P 

«* a 2 

c2 
c ^3 



,p a) 

SL >*» 

2> cd 
03 r- 
oo 2 
oo _ 

«* * 
-2 

a- .13 
- > 



00 o ^ 
-*-» .is o 

C/3 -*— » V- 1 

•= £ CL 

§ 92 = 

OX) g D 
cd £ o 



£ .: 
m o* 

^ D 
. C/3 

oo cd 

’ V3 .2 

2 ^ 

S ^ 



2 *| 

*8 | 
t£ ^ 
rt: d 

T3 L> 
O 3 

e 1 

’ T 

« s 

£ cd 
\3 £ 
3 -n 



o ^ J? 

-o 

D 



£ 

.2 

*-3 

£ 

D 

> "O 

c c 
cd 

2 c^ 



c+- no 
O O 

C/3 X> 
D *X 

-a £ 
*X cd 
OX) 

D r- 
CL *3 
>i -o 



D oo O 

-£ >i*x: 

cd CO 

L— l C/3 

O __f 
oo 03 03 

^t— » <u 

.£ J= D 

O D 

0X)-O t- 

a -3 o 
2 



— £ 



CL a 
C+-( .2 
O w 



cd 



° £ -a 

C /3 O D 

11 o 

§ > « 
OX) r“ • — 
cd .= 3 



D A 
2 ° § 
2 S' 2 

• pq ^ 
O — r c 

^ C3 1/ 
^ D V 

^ 2 g 
$S g-^ 
^ a G 

£ oo ? 

D 2^ c/ 

X <u 

a oa 



^ « 
z ^ « 

4-1 ^ W 

O Cd L> ^ 
Dl 1/5 

e ^ ' — ■ 

q 0X) £ *3 

x E 2 a a, 

03 2 ^ O 

> g £ -C £ 

O .SP— 3 g 

<C </> .E w D 



o 

x> 



D 

s 

DQ 

X 



VO 

^t* 



657 





Kyriakis JM, Biochem Soc "Hyperproliferative Disorders"). 
Symp 64:29-48 (1999); Chang Highly preferred indications 
and Karin, Nature include boosting an eosinophil- 

41 0(6824):37-40 (2001); and mediated immune response, and 



& i. 

O Sn 
C <D 

§ » 

2 § 

03 £ 

&£> £ 
C •- 

on o 

2 .2 
g- -o 

§- | 
on C 




658 



Zhang JP, et al., "Role of 
caspases in dexamethasone- 
induced apoptosis and activation 
of c-Jun NH2-terminal kinase 
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be used according to these conditions, such as, for example, 

assays may be isolated using hyperplasia, metaplasia, and/or 
techniques disclosed herein or dysplasia. Preferred indications 
otherwise known in the art. include anemia, pancytopenia, 
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element in immune well-known in the art and may includes asthma. A highly 

cells (such as T- be used or routinely modified to preferred indication includes 

cells). assess the ability of rhinitis. Additional highly 

polypeptides of the invention preferred indications include 

(including antibodies and infection (e.g., an infectious 
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(including antibodies and preferred embodiment of the 

agonists or antagonists of the invention includes a method for 
invention) to promote or inhibit stimulating natural killer cell 
cell proliferation, activation, and differentiation. An alternative 
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ATCC). Exemplary mouse T preferred indications include 
cells that may be used according neoplastic diseases (e.g., 
to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an IL-2 described below under 
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granulomatous disease, 
inflammatory bowel disease, 
neutropenia, neutrophilia, 
psoriasis, suppression of 
immune reactions to 
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mouse 3T3-L1 cell line which is 
an adherent mouse preadipocyte 
cell line. Mouse 3T3-L1 cells 
are a continuous substrain of 
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cAMP signaling pathway. below), diabetic neuropathy, 

CREB plays a major role in nerve disease and nerve damage 
adipogenesis, and is involved in (e.g., due to diabetic 
differentiation into adipocytes. neuropathy), blood vessel 
CRE contains the binding blockage, heart disease, stroke, 





sequence for the transcription impotence (e.g., due to diabetic 

factor CREB (CRE binding neuropathy or blood vessel 

protein). Exemplary assays for blockage), seizures, mental 
transcription through the cAMP confusion, drowsiness, 
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continuous substrain of 3T3 
fibroblast cells developed 
through clonal isolation and 
undergo a pre-adipocyte to 
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response element that may be mediated immune response, 

used or routinely modified to Additional highly preferred 

test NFAT-response element indications include 
activity of polypeptides of the inflammation and inflammatory 
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cells that may be used according pancytopenia, leukopenia, 
to these assays include the NK- thrombocytopenia, Hodgkin’s 
YT cell line, which is a human disease, acute lymphocytic 

natural killer cell line with anemia (ALL), plasmacytomas, 

cytolytic and cytotoxic activity, multiple myeloma, Burkitt’s 
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hyperplasia, metaplasia, and/or 
dysplasia. Preferred 
indications include anemia, 
pancytopenia, leukopenia, 
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of the invention described below under "Immune 
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the SRE that may be used or include autoimmune diseases 
routinely modified to test SRE (e.g., rheumatoid arthritis, 
activity of the polypeptides of systemic lupus erythematosis, 
the invention (including Crohn"s disease, multiple 
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malignant glioma), solid 
tumors, and prostate, breast, 
lung, colon, pancreatic, 
esophageal, stomach, brain, 
liver and urinary cancer. Other 





preferred indications include 
benign dysproliferative 
disorders and pre-neoplastic 
conditions, such as, for example, 
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Forrer et al., Biol Chem 379(8- embodiment of the invention 
9):1 101-1110 (1998); Le includes a method for inhibiting 

Marchand-Brustel Y, Exp Clin the activation of (e.g., 
Endocrinol Diabetes decreasing) and/or inactivating 
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differentiation conditions known and Neurological Diseases"), 
in the art. and infection (e.g., as described 

below under “Infectious 
Disease”). A highly 

preferred indication is diabetes 
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colon, and kidney cancer. 
Additional preferred indications 
include melanoma, prostate, 
lung, pancreatic, esophageal, 
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SRE that may be used or Cardiovascular Disorders ), 

routinely modified to test SRE Highly preferred indications 
activity of the polypeptides of include autoimmune diseases 
the invention (including (e.g., rheumatoid arthritis, 

antibodies and agonists or systemic lupus erythematosis, 
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;ulated (e.g., reducing) IL-6 production, 
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of the invention myeloma, plasmacytoma, 
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meningitis, and Lyme Disease 
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therapy for asthma" 
Pharmacology & Therapeutics; 
88: 187-196 (2000); the contents 
of each of which are herein 
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incorporated by reference in its I "Renal Disorders" section below), 
entirety. Cells were treated with diabetic neuropathy, nerve 
SID supernatants, and SEAP disease and nerve damage (e.g., 
activity was measured after 72 due to diabetic neuropathy), 
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tract and skin). Highly preferred 
indications also include obesity, 
weight gain, and weight loss, as 
well as complications associated 
with obesity, weight gain, and 
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jal sources. The disorders and pre-neoplastic 
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modified to nonketotic hyperglycemic- 
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lymphoma, arthritis, AIDS, 
granulomatous disease, 
inflammatory bowel disease, 
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Jiang, et al., J. Biol. Chem. 
268:12818-128241(993), the 
contents of which are herein 
incorporated by reference in its 
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inflammatory activities and Disorders , and/or 
inhibit TH2 helper cell functions "Cardiovascular Disorders"), 
are well known in the art and and infection (e.g., viral 
may be used or routinely infections, tuberculosis, 

modified to assess the ability of infections associated with 
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hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, and Lyme Disease. 
An additonal preferred 
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antibodies and agonists or include benign dysproliferative 

antagonists of the invention) disorders and pre-neoplastic 
include assays disclosed in: conditions, such as, for example, 

Kaltschmidt B, et al., Oncogene, hyperplasia, metaplasia, and/or 
18(21):3213-3225 (1999); Beetz dysplasia. Preferred 







cd 

, C 
T 3 C 

La £ 

p 03 



p — 

"O -o 
3 C 

I p ctf 

c e 
•- o 

C/3 

o 2 

o c *— 
•- c o> 
03 P -O 
p is *- 

'-6 S 

.£ .£ "5 



c 

p 
> 

TJ .£ O 

p 

l.'sf 

CL +-> r- 

^ c c 

Eg- 

SP-J s 

c o -§ 

<- JD J= 
P .— 



O — -C 

’fl’5 bX) 



p 2f- 

O j3 

is > 

"p ‘C* 
jd cd 

^ c 

0 5- 
T3 P 

e -p 
p cd 

bX) C 
.= < 
« ^= 

1 s 
•— 2 
to bX) 



-5 o 

<+- * 

O p 

c £ 
p cd 

£ </> 
•- P 
T3 -O 
O =S 
X) -= 
C ° 
C C 
P • — 

■8 .2 

p C 
«4M P 
p > 

J— i r* 

cl .E 



T3 

P 

fc 

= £ 

8 E 
o. 

.2 2 ? 

P JD 

•S ^ 
o . 

c <1 

P 
bfl 
.£ 

il 1 

x o 



. ~ o 



CN 

NO 

ro 



2 o 2 E S 



o 

IS 
ts 
I *"5 

cd 

Pd 



cd 

-a 
c 

cd 

^ W c 

r J2 

1 

^4— » 

P 



CN 



<o 

^3- 



U 



cd 

•4— » 

P 



VO 

r~- 



p oo 

bp os 

p ON 

CO W 



>"■» 'p 

g g 

W 1 
a ^ 
•— rs 

C/3 ON 

'O On 
O 



4-» 

« s 

£ D 
5 o 

CO 



cd 

> 



>» 

bo 

o 



oo 

oo 

av 



p 



oo 

NO 

CO 



-o w 

cd vo 

3 ^ 

<C CO 
— NO 

od <N 

Z ^ 
^ ro 

O NO 

o * • 

L- NO 

Du oo 



£ on 

E 2 

cd § 

t5 -r 

s ^ 

N* CO 

DQ on 



T3 

2 "g 5 
4 s °0 

0 cd i 

■w 

r 2 ^ 

Cd tr" on" 

tj 2 ^ 

3 oo 2 r 

1 z « 

=3 O 

2 <?> 

E /^N <D 
CO C/!3 

' 2 c3 

J-J L^ 

<C oo pu 



-o 

p 



-TO 

p 

3 p 



e ^ 

E E 

P +-> 
rr» Cd 



"S) 

i 



P 



ON 

ON 

ON 



c 

e 

p 

-C 

e 

cd 

JO 

o 

2 



.£ — 
p u 
P O 
C — 
p cd 

«§! 

2 « 

^rR- 

jo W 



cd 

_ -5U 
C/3 -4— * 

« tsb 

LO „ • 

cd sS 
p p 

0T3 UU 

P -O 
-C cd 



-TO 
p 
c/3 

O 

p 

-O 

is 
E | 

P -C 

x *-* 
w ^ 

p 



O cd _ 
DD cd O — i 

.£ >.U .2 

■s « b 1 

o — *5 

p *£ p 

o X ^ 

cd &. -4-* 



P 



« - 

C/3 P 

cd O 
p 

(30 N 

P . 

*s w 

o = 

^ p 
bX) ^ 
C 
1=2 p 

^ ^3 

O 3 
O p 

8 .£ 



t: 

cd 

.23 p 
*55 jd 
O 

— -4—* I— 

o cx.£ 



OJ 

Dd 



CL g 
cd £ 
O 



w p - 

SS 5 

CL , — i 



Cl ^ 



CT3 P 



O 

^ >N 

P CD 

3 «* 
O P 
*- -C 
v- •♦-* 
O CZJ 
_. 

T3 p 
P C/3 
C/3 C/3 



.2 

-o 

o 

JO 



CL 

o 



« £ 



p 



p 



p 

C/3 C/3 

CL cd -J 

C/3 C/3 P 

cd <£ 

U < 2 



cd 



p s 

JD 03 
^ bi) 

o -5 

«» •§ 
p J2 
^2 o 
C 

CL O 
p _ 
CL C 
p Po 4 0 



p 

C/3 

<uh cd 
O CL 

£2 cd 

un p 

*£ .ts 

0 xi 

bD — 

1 = 

cd 



cd .25 JL* 

p Im ^ 4^ 

*-5 

c 2 

cd C 



a. g 

P > 



S 



bJO > 
cd 

1 el 

cd ’ 



£ p 

c .£ 

,2 p 

4-4 x o 
o +3 <e 
p o Ol 
'S -TO g 

2 = 9- 

CL. U3 < 



oo 

^3“ 



ON 

OO 

tin 

o 

D 

U 

X 



o 



736 





c 

o 



<d 

i-M 

« T3 

o 

.3 

Id 

I c S 

I S 

in 

'il 

cd .b 



CD 

O 



13 



CD 

■ 4 — » 

cd 

o c 



o-g 

17 -*= 

CD t5 

E E 

"O cd 
O on 

^ CD 

£ "§ 
<D — 



— <D 

CD 
O 



cd J3 

JO bX) 



O u _ 



■S ^ 2 

o < £ 



TO 

c 



C< gt 

D 3 Jr; 3 
b) O ^ .2 


CD 

bX) 

.E 


d 

o 


.£^ss 

— 5 *>. > 

3 S ~ 3 


IE 

*E 

3 


td 

*<D 

bi 


3 — -3 — 

.£ O OX) CD 






s- 


o 


to o- IE -£ 


«2 


t- 

CD 



LJ CD 

2 -£ 

E 8 

<D 

to c 

CD O 



is !§>; 

O _r— 



1 gJ 

<D 

70 cd 
^5 C 
O s- 
*0 CD 



CD 



<D Cd 
bD 3 
.£ < 
j§ j= 

i s 

.S O 
to bb 



T3 
O 
JO 

O <d 

c £ 

5> Cd 

£ to 

to -a 

5 -2 

E g 

d •— 

to c 

CD O 

fa ‘5 

a> 3 
40 CD 
CD > 



TO 

<D 

fa c 

<£ .2 



<D ^ TO 

> ° O 



— CD 
<D i- 
Cb CD 

15 

DC DC 

CD bD 

^5 is 

o . 

TO < 
3 

CD 

bO 

c 

\3 3 

£ £ 

3 O 

.E bb 



.b ,o 



CD _ 
r" ^0 

"b o 



c 3 

I £ 

II 

E g 

(U .— 



o 

CD to 
O 30 
CD (D 
cd o 






CD CD 

E E 

n£ cd 
O to 
JO CD 

E "§ 

D -= 

TD g 

Si .£ 

*- c 
<£ O 
cd — 
b c 

CD ID 

> 



SO 



«g CD 

s » 

o C3 
<D DC 
TO <D 



bX) O 






£ ° 
£ to 



b •= o 

•j - 

b- to 
3 o 
C 



bO cd 



.b CD 

*- o 

o ^ 

4— < cd 



CD 

E 

-to 03 
o 1,3 
-O « 

S TO 
3 

<D - “ 

CD 

TO C 
CD * — 
fa 3 

cb .2 

1 c 

CD CD 

3 

DC 

bQ a> 



< o 



o o 

ill 

«>il 2 

.£ CD -O CD 

1 ^ il 

E < 1 ! 

z <1 § 

O • — ■ <D -*— > 
C ^ C 

_j <D CX (D 

| .2^.1 
a> JP bX) <d 
£ § jE *£ 



<D 

. E 

.S3 *-5 

^ O w 

y O CD 

C 7 *o 

8» I 5 

.2 T3 8 

bX) (D •- 
C ' 
a 



C3 



bX) 

c 



c 

o 



cJ2 

2 , 

- °- >\ 
.g ^ r 1 

'c "S) 2^1 



c2 < o 



CD 
CO CO 

w CD 

s a 
& 3 

£■<2 



ro 

CD 



-o 

<D 

£ b 

CD i2 

a cd 

CO r* 
CD £ 

2 x 

CD [J-3 



no 

(D 4-» 
CO CO 
3 (D 

o 

C 3 CD 

£ S 

g o 



3 no 

CD C 

> CCJ 

C to 



CD to 

-3 

, 03 ^ 
'D- co r 

o CO — - 
^ cd b 



17 b) 



CO 



.2 >, 
CO — r 

o 52 
17 c 
g^-3! 

S 3 

£« O 
cd s— . 



^ CD 

.2 s ^ 

^ c+H JO 
3 O \3 
CD to C 

O D cb 

9^ rs bo 

5 3 

<D 3 - ^r 
co CD 32 
«S CD 3 
CD 

to --- b 

ci o .£ 

O CD 'w 



CD 

O 
<D CD 



§>12 _ 
3^o 

“.I = 



3 -O 
O CD 
• — to 

3 © 
CD c-> 
> £o 



CO 

C 
O 

bX) ^ ^ 

cd -b -o 



o\ o 

nt 

I ^ \Q 
OO i- D_ 
OO GQ I 

^ rS 

« s 

«r~T 

^ Sb 

S £ r- 

y S(N 

^ CO ’ — ' 
O CD 

I s . I 

if I 

cd 52 ~3 



s- 

M g: 

o ^ 

co ^ ^ 

2 o 

CD OO 

S tA 

< ^ 

s 
§ 2 
i 

§!| 
O H 



£ 

4-1 

o 

o 

cd 

CD 

O 

co 



8 3 

I 8 

.CD — 
4—i crt 

<D .2 

3? -O 



CD 

2 1X1 
o . 

CD >. 

j— i ’»— ► 

O P 
o .b 



CO 



<D -3 



E 

c3 



3 .3 









cd 


CD 

to 




JO 

o 








+-> 


CD 




JO 








co 


JO 


o 




.2 


-3 

bX) 




13 

o 

Id 


O 

4—* 

bX) 

c 


E 

o 

cd 

CD 


a 

w 


15 

3 

CD 


3 

O 

u- 

JZ 


CO 

D 

B 


"d 

-3 


T2 

o 


3 

’> 

O 


< 

w 


2 

cd 

co 


bp 


3 

O 

co 


O 

TO 

3 

CD 


o 

o 

ad 

TO 


-3 

CD 

TO 

3 


CO 

lb 

O 


cd 


CD 




& 


CD 

co 


lb 




to 


D 


o 


cd 


3 


3 


OO 


' CO 

cd 

D 


^b 

cd 


D 

E 


CD 

£ 


(D 

-3 


co 


CD 

-3 

O 


CO 

CD 

^3 

-4—* 


*E 

> 

cd 


E 

o 

o 


(D 

X 


cd 

E 


cd 

CO 

co 

cd 


TO 

3 

Ob 



-3 

.2 CD 

52 8 
*£ » 
o > 

TO TO 
3 O 
<D O 

JD g 

CD DC 

E -3 

a o 

x *3 
3 * 

Ctf CO 

CD 3 ^ 
jD CD 
ad O 



TO 

CD 

CO <*-> 

3 3 

2 .£ 
'3 ^-3 

2 +- 
£ ° 
a = 

c Si 

•— cd 
TO +-» 
CD 3 

§ <D~ 

*£ -2 

<D D 

S .E 
12 t3 

cd ’S 



TO 
3 
cd 

<£ 

Dh 3 _ 

ad O ° 

-3 ^ ‘C3 
2 d cd 

2 cd CO 



rs CO 



cd 

> 

cd 



co cd 

’cn ^ 



X 

a> 

>» CO 
*“* CD 
O 

- P 

M) g 

§ £ 



CD -TO 
bO 73 
O 



E 

CD 3 
CD .E 



737 




method for reducing cardiac 
hypertrophy. An alternative 
highly preferred embodiment of 
the invention includes a method 
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themselves, such as of the 
arteries, capillaries, veins and/or 
lymphatics). Highly preferred 
are indications that stimulate 
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vascularitis, lymph 
angiogenesis, sexual disorders, 
age-related macular 
degeneration, and treatment 
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bowel disease and Crohn’s 

disease), and pain management. 

HCUCF89 484 Regulation of Caspase Apoptosis. Assays for Preferred embodiments of the 

apoptosis of immune caspase apoptosis are well invention include using 
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may be used according to these apoptosis of endothelial cells, 
assays include bovine aortic A highly preferred embodiment 
endothelial cells (bAEC), which of the invention includes a 
are an example of endothelial method for stimulating 
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atherosclerotic vascular disease, 
diabetic nephropathy, 
intracardiac shunt, cardiac 
hypertrophy, myocardial 
infarction, chronic 





hemodynamic overload, and/or 
as described below under 
“Cardiovascular Disorders”). 
Highly preferred indications 
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glomus tumors, telangiectasia, 
bacillary angiomatosis, 
hemangioendothelioma, 
angiosarcoma, 

haemangiopericytoma, 
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Additional preferred indications 
include inflammation and 
inflammatory disorders (such as 
acute and chronic inflammatory 
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protein (MCP), and the Activity”, “Blood-Related 

activation of monocytes and T Disorders”, and/or 
cells. Such assays that may be "Cardiovascular Disorders"), 
used or routinely modified to 1 Highly preferred indications 
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polypeptides of the invention nephropathy, kidney disease 
(including antibodies and (e.g., renal failure, nephropathy 

agonists or antagonists of the and/or other diseases and 
invention) to activate the disorders as described in the 
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response development. (e.g., as described below). 

Exemplary assays for Preferred indications include 

transcription through the neoplastic diseases (e.g., 

GATA3 response element that leukemia, lymphoma, 
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these assays include the HMC-1 
cell line, which is an immature 
human mast cell line established 
from the peripheral blood of a 
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modulate expression of genes below) and immunodeficiencies 
involved in immunomodulatory (e.g., as described below), 
functions. Exemplary assays for Preferred indications include 
transcription through the NFAT neoplastic diseases (e.g., 
response element that may be | leukemia, lymphoma, 
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and tissues, hemophilia, 
hypercoagulation, diabetes 
mellitus, endocarditis, 
meningitis, Lyme Disease, 
asthma and allergy. 
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immune reactions to 
transplanted organs and tissues, 
hemophilia, hypercoagulation, 
diabetes mellitus, endocarditis, 
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the GAS response element that preferred indications include 
may be used or routinely benign dysproliferative 

modified to test GAS-response disorders and pre-neoplastic 
element activity of polypeptides conditions, such as, for example, 

of the invention (including hyperplasia, metaplasia, and/or 
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acute lymphocytic anemia 
(ALL), plasmacytomas, multiple 
myeloma, arthritis, AIDS, 
granulomatous disease, 
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modulate expression of genes disorders. Preferred 
important for Th2 immune indications include blood 

response development. disorders (e.g., as described 

Exemplary assays for below under “Immune 

transcription through the Activity”, “Blood-Related 
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respond to IL-4. plasmacytomas, multiple 

myeloma, Burkitt’s lymphoma, 
arthritis, AIDS, granulomatous 
disease, inflammatory bowel 
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may be used or routinely cancer/tumorigenesisj ana/or 

modified to assess the ability of "Cardiovascular Disorders"), 
polypeptides of the invention and infection (e.g., viral 
(including antibodies and infections, tuberculosis, 

agonists or antagonists of the infections associated with 





invention) to mediate chronic granulomatosus disease 

immunomodulation, regulate and malignant osteoporosis, 

inflammatory activities, and/or as described below under 

modulate TH2 helper cell “Infectious Disease”). Highly 
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T cell proliferation and inflammatory 

functional activities. Such disorders.Additional highly 

assays that may be used or preferred indications include 

routinely modified to test asthma and allergy. Highly 
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neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 
and tissues, hemophilia, 
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assays that test for described below under “Immune 

immunomodulatory proteins Activity”, “Blood-Related 

evaluate the production of Disorders”, and/or 

chemokines, such as "Cardiovascular Disorders"), 

macrophage inflammatory Highly preferred indications 
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infectious diseases and disorders 
as described in the "Infectious 
Diseases" section below, 
especially of the urinary tract 
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rhabdomyoma, rhabdosarcoma, 
stomach, esophageal, prostate, 
and urinary cancer. Preferred 
indications also include breast, 
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inflammation and cytotoxicity. include autoimmune diseases 

Exemplary assays that test for (e.g., rheumatoid arthritis, 
immunomodulatory proteins systemic lupus erythematosis, 

evaluate the production of Crohn"s disease, multiple 

cytokines such as tumor sclerosis and/or as described 
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activated by antigen and/or indications include anemia, 

cytokines, initiate and pancytopenia, leukopenia, 

upregulate T cell proliferation thrombocytopenia, Hodgkin’s 

and functional activities. disease, acute lymphocytic 
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Reduced CD 152 expression ......... . . . 

r (particularly including, but not 

has been linked to limited to, immune disorders 

hyperproliferative and involving T-cells). Highly 

autoimmune diseases. preferred embodiments of the 

Overexpression of CD1 52 may invention include methods of 
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in Miraglia et al., J 
Biomolecular Screening 4:193- 
204 (1999); Rowland et al., 
"Lymphocytes: a practical 
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be preactivated to enhance 
responsiveness to 

immunomodulatory factors. 

HDPFY18 497 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the NFKB include inflammation and 
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assays that may be used or 
routinely modified to assess the 
ability of polypeptides of the 
invention (including antibodies 
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fibroblast cells developed through neuropathy, vision impairment 
clonal isolation. These cells (e.g., diabetic retinopathy and 

undergo a pre-adipocyte to blindness), ulcers and impaired 

adipose-like conversion under wound healing, and infection 
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invention) to regulate and/or other diseases and 

transcription of Malic Enzyme, disorders as described in the 
a key enzyme in lipogenesis. "Renal Disorders" section 
Malic enzyme is involved in below), diabetic neuropathy, 
lipogenesisand its expression is nerve disease and nerve damage 
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used or rountinely modified to arthritis, systemic lupus 
test NFKB-response element erythematosis, multiple sclerosis 
activity of polypeptides of the and/or as described below) and 

invention (including antibodies immunodeficiencies (e.g., as 
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human EOL -1 cell line of 
eosinophils. Eosinophils are a 
type of immune cell important 
in the allergic responses; they 
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9) : 1 1 0 1 - 1 1 10 (1998); Kyriakis the activation of and/or 
JM, Biochem Soc Symp 64:29- inactivating hepatocyte cells. 
48 (1999); Chang and Karin, Highly preferred indications 
Nature 410(6824):37-40 (2001); include disorders of the liver 
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complication associated with 
diabetes (e.g., diabetic 
retinopathy, diabetic 
nephropathy, kidney disease 
(e.g., renal failure, nephropath; 





.nd/or other diseases and 
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Billiau et al., Ann NY Acad Sci melanoma, and prostate, breast, 
856:22-32 (1998); Boehm et al., lung, colon, pancreatic, 

Annu Rev Immunol 15:749-795 esophageal, stomach, brain, 
(1997), and Rheumatology liver and urinary cancer. Other 
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HDPOL37 500 Production of RANTESFMAT. Assays for 

RANTES in immunomodulatory proteins 

endothelial cells that induce chemotaxis of T 

(such as human cells, monocytes, and 
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to these assays include the leukemia, lymphoma, and/or as 

CTLL cell line, which is an IL-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
T cells with cytotoxic activity. Additionally, highly preferred 
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neutropenia, neutrophilia, 
psoriasis, suppression of 
immune reactions to 
transplanted organs and tissues, 
hemophilia, hypercoagulation, 





-o 
e 

I Cd 

"P -r ^ 



c 

o 



I .2 

« 3 T3 

GD *— > r- 

co c .b 



cd 

o 

'1 

<d 

of 

3 



, ® 
'■§ 



Q c 

o 

E 

>»«3 

5— ■ 
<D 

•I §• 

OX) o 
C 03 



c -o 

GD J- 

E cd 

o 



• T3 
>> CD 
OX) 5- 
S_ s— I 

15 Si 

*o 

I 1 

cS o 

£ S 

■£ 3 

C/3 ^ 

cd cd 



C/3 

II 

CD D 

£ ^ 
C T3 

•— <D 

C 7° 
cd C 
- CD 

op S 3 

o> ~0 

C/3 



c ^ *5 



cd 

03 

cd 

CD 



SJ 

3 



C 

o 



<D 

g £ 



03 JO 
O.-- 
O 



& ® 
cd •£ 
a> 



co .22 .£ 



£ 

JD 

CD 

-O 



cd 
CD 

’-5 -c 

•S 15 

’S § 
b 2 
-o 

8 < 
D- ^ 
03 

<D >> 03 
-4— ► TO 0> 

o 00 ts 

3 2 •§ 

Q < -5 



-TO 

<D 



O- 

<D 



03 

c 

m o 

td 

CD 

-a 

c 



a <d 
O JO 

% -S 

cd -o 



op 

CD 



• 3 QD 



cd 

_ CD 

O "H. <D 
H C £ 

e i .s 

a o t 



o r 

-g sS 

T3 on 
„ cd 

o 

JO .52 

td -o 

O CD 

c c 

-a 

2 3 



1 1 

o o 



<D 

~o 



S «* 

£ S 

cd "H 

g- i 

a. -o 
a> c 
c cd 



CD 

-o 

J- 

o 

03 

5 

cd 

e 

c2 



00 

ci 

g 'o 

& 2P 
aj cd 

C E 

• a 
*3 <u 

g. t 
e g 
S ■s 



op 

- ti 

i s s’ 

ts 



° s 8 

CD — - O 

-C 03 *3: • — 



(D 

-O 



r -6 13 "a 



ao8 
O 00 o 
b cd o- 
O o C 

<D O E 
*= O '"1 
.2 3 « 
1"5 o 

-O 03 is 
Cd 03 C/3 

^ > 0> 
2 -o g 
g 8 8 



3 — •- 
— X) -a 



g ^ ^ 

o & 2 

3 _S ^ 
g o c 
^ o o 

S *03 

■4-* 73 

_g 13 ^ 

•§ S3 § 

•-ago 

g ^8 S 

-o jo E 



E 

QJ 

CD 

00 

w 

CD 

Q- 

>> 

JO 

o 



ti 

3 

CD 



00 

ai 

v ^ oT 

g ® 

« g s 

£ Si! 

0-50 

0 Z. o 

15 cd u 
o 3 w 

o g *5 

03 g f 
2 ° « 
g .' -p S 
|S| 

JOT 



TD 03 

c cd 
D ^ £ 

8 4-8 

.— 2 o 

^ ts .52 

55 - 

-2 c -o 

: 2 r 

S 2 « 

5 5 3 

o t: | 
u. CD ?3 
.2 Ou » 

E 



00 

c 



^2 







C2 


H— » 

O 


O O 




2 
'4— * 


T-J 

^ 50 


1-0 


03 


« s 


>% CD 


52 


n jd 


O 


>% s 


52 d=! 


O 


Vh ^-i 

O cd 


<D 5 

r \ 



>> 3 
Cw ^33 
03 03 

03 OX) 

< g 

8 a 

ts .9 

o i3 
o 

£X o 



cr ^2 

C/3 



C*H 

O 



o 



• "2 
j g 

□ a 

H o 
- CJ 

OX) ^ 

§ d 



a 
3 

CD 
CD 

5 ^ ^ o 

Oh 

*C Jg 

CD w 



T3 
’—3 c 
S ^ 

C 2 _h 

o .S 



£ 



a 

o fi- 



3 o 



S.S-S 



<D 

o 
C 

CD 

O 
a" cd 

CD *3 
03 ^3 



o 

CD 
Oh O 
03 J5 

CD 



TJ O 



V- 



03 

_QD 

O 

JT 

o 



CD 

cd O 
> CD 

J i4 
*5 o 

Oh ^ 



03 > 

o 

-> 

« O 

-S 

2 3 

w g> 

i-J aC 



T3 

§ 



CD 



O 
J^ 

CD _ 
O <N 

^ o. 

^ C 2 
<N .52 



C 2 X 

•2 a 

03 g 

8 | 
Ou 5 
x 33 

PQ CD 

*2 *& 

5 Vh 

00 eS 

*s < 

52 7 

CJ CD 



O 

S 



CD 1 
03 OO 

cd 

JO 00 

a ^ 

T! 
a> 00 



CD 

Vh 

I 

03 

u 

o 



cd 



§11 
^ ^ _§ 



a;r 

00 



VO 

<N 



CD 
C2 

U d 
cd c 
p 2 
cr 1 ^ 
U 



m 

On 

On 

Tf 

rs) 

00 

O) 



Oh 

^ < 
w 

CD CO 

3 t 3 
CD 2 



h-j <v> 
8 ^ 



rn S 

s 

3 
Jd 

3 

Td C/3 
<D 

5 

03 
3 
CD 

s 



(N 

o 

Oh 

CD 

32 



CD 

CD 

cd 

9 ^ 

O 10 
C vo 
o O 

H OO 
cd 1 
o CQ 

E a 

3 CJ 

I< 

Oh 2 
<D O 



52 
CD 
T3 

<2 ^ 

o| 

u ® 

® o 

o ^ 

3 § 

3 
3 



§ 



o 

3 

cu 

Q 



o 

E 

sl 

CT CD 

52 a 

O js 
o- 'g ^ 

3 03 o 



o 



vo 

r- 

O 

O 

Oh 

Q 

3 



r- 

00 



829 





o 

CO 

3 — c; 

.1 1 

l-E-S 

, 3 

0 c 

1 o 
d \3 

o 

•4-* OJ 

3 “> 



Z ^ E 



"O £ 

o o 

oo co 

■3 5 



-S D 

^ s 

2 o 

53 -§ 9 
= 5 1 
■g^-g 

o J2 c 

■o •s o 
© .5 tj 
2 -S 8 
5> x B 

-o o (L> 

■ -r co -o 
a o U 
— “O o 
gw .22 

•o 5D 



w -o 
3 -o P 
CD C 
3 3 3 

M >. & 
g£-§ 

P 0.-0 

•= o = 
§1 
:s 2 g 
>-2 3 
D - 
3= -O ^ 
cd Xr> 

o. "5 g 

2 r-o 

3 &0 c 

g 



1— 

O ~0 QJ 
\3 £ .3 

O ccj ' ( - J 
co C 
7= CD * — 
.£ 3 T3 

2 D 

-o 8 .p 



s •■? 8 



cd "O cd 

~ co crt 
CD 3 « 

n o ^ 

cd o ^ 

j= <8 

1- £ r l 

§ “S 

£ w’-5 



b g b 

c<£ S 
■c g x» 

3 Cl O 
d .. <d 

-3 ^ "O 

'o Ji 5 ^ 

>fX .s 

.2 / ^~ s J1 

‘o .£ cd 
D V rr 
o-in g 
Q> T 3 O 



g * 8 

° 8 1 

s- 3 



co -g 
cd £ _, 

cn •— n 
00 O — ‘ 
O O .. 

— ' 00 c 

co .3 
-C cd cd 

00 (fl b0 

*1 § JS 

> .sp 

"O g *a> 

c .2 £ 

cd — ^ 

cl ^ 

.s E £? 
cd O *53 
b£) o “ 



cd 



D 
> 
T 3 3 

t g 

D -3 

4-^ 

D 



OX) 30 

• E .£ 

c cd 

D <D 
> ±3 
2 . 
a &o 



oo 

<D S3 

> -P 

4 1 

CD ^ 
c/T 



l— .E oo o 



JS 

00 



co 

~ <D 

00 -g 
cd O 



<D 

-O 



<D <D 



s «£ & £ 



a § 

- .§ 

•§>£ 
I E 

> <D 



O *cn 
oo § 

o | 
-c .2 

D ^ 

£ ob 

<D .£ 

3 D 
— D 

3 ^ 
.3 -O 



3 "O 
^ c 
.2 o 

— o 

8 ■« 
E D 
3 3 



cd 
D 

0 .2 

^ -3 

1 = 

E 3 



<D 

^3 



J2 tS 

3 *-> 

3^ O 

« 8 

O W 

S 

cd 3 
0,33 

, ^ 

13 



”0 P 

S .£poo 

lo 7h On 

s § 



4> 



(D 



On 



§ 

S 

3 



o 
3 

£ 

o 

.S 

Ife § 

Q o 



o O h 
^c2 ON 

3 3 a: 

P oo ON 

^:1 8 

•ItJ 

S ^ CO 



3 

<D 3 
J3 - ^ 

^ ^7 o 

» g 

ss-B 

2 ^ 3 

g O > 

3 3 

1 .2 e5 
*8 

S ^ 3 
3 o O 
<D -£ ’g 

co Ql cd 
cd co D 

S 2 =3 

Od a, = 



TD 

D 



bD 

D 



>» 

3 

& 



3 

Q- 



o ^ 



3 DC 
3 fTj 
b£) ^ 



v- S> 
-2 2 
= w 
13 

o ^ 
cd 2 
!_| 3 

■*—* 3 

« 2 



3 

.2 

*■3 

.2 

"3 

3 

2 

a: {S 

2 -o 
“ § 
D g 

D .2 



3 






3 'rr 

oo o 

D it 
i- CL 



Q 

So 52 

5 § 

£ 

T3 

D . 

es ^2 

2 r 

g «2 

CL £2 
CD 3 
Vh 3 
D 

> cd 

E 

D 

D 9- 
U i 



3 

^ ! 

oaf 

3 D hn 
.2^3 

D *^3 

Q, § 
£ m CxO 
j- XJ . Z-r 
33 3 co 



CN 

o 



m 

ON 

Q 

Oh 

OLh 

Q 

DC 



oo 

oo 



830 







C3 OX 

I 3 

c -S 
— -X 



PJ 

O OX 

IS « 

C 3 

I o B 

I® *g 

r— co 

C O 
OX 

•£ ^3 

<L> 

*o ~o 

c -o 

cd Cd 



co 

03 

£ «J 
— 3 

^•1 

PQ c 

L— 0> 

o <N 
C «3 
O fc- 
•— OX 

c3 <ts 
03 

*- T3 

o ax 

-C b 

0 3 

1 3 

J g 

o- E 



cd 



OX 

co 

OX 



ax 

co 

ax 

s. ._ 

^ 00 cd 

g. e * 



•*-' -O 
O cd 



-S 

s "8 

O c3 

u 



OX 



OX) 

C ^ 



— Cd 

T2 >% 
8 3 

cd -O 

-a ^ 
ax *“ L 

cn oj 

D Js 
a) 03 

-° £ 

cd 

cd 52 

E cO 

cd 



H 

< 



OX 
C 
OX 
00 

J* ^ 

G* OX 
-C .£ 

oo ti 

3 S 

2 S 

-s J5 

4 3* 

ax c 



O 

g 3 

td <u 
cd co 

OX 3 
CO QJ 

§•? 
£ & 
£ 



p i 

*3 T3 

I s 

o cd 



CO 

cd i—3 

b 

« cd 

Oh^C _ 

G 0) 

OX ^ ^ 

ta o 



m 

cd 

ax m 



o 

ax .B 
.£ cd 

, t— - 

13 -§ 

° 2 

O O 
O 3 
a c 

”5 *5 

cd £ 
a> o 
2 ex 

O- C3 



o « 

4-4 OX 



O cd 

£ 5 



T3 

ax 

a, 

o g 

13 

> c 

OX O 

^ t§ 

CO 03 

13 2 

ex — 

**d2 
CO ra 

cd C 



2 « 
« g» 

co O 

H £ 

ro g 3 



oo 



- .£ .£ 



o 

4-* 


0) 

-a 

c 


c 


t : 
cd 


cd 

O 

4— > 


c 

*3 

-O 


J— 

ax 

2 

a 


-G 

4—* 

■5^ 


.£ 

*5 

j— 


ax 




.2 


ax 


T3 


ax 


r- 


ax 


o 

o 

_Q- 


c 

.2 

CO 

«-l 

ax 

> 


.£ 

c 

2 


c 

c 


ax 

4— > 

.2 

'X3 

c 

2 


«s 

ax 

-O 

ax 


ax 

ax 

00 

c 


ON 

m 

m 


-C 

2 

cd 

-G 


'S 

cd 

■ 


c 

o 


,ax 

fc 


£ 

o 


s— 

,ax 

fc 


td 

4-4 


ax 

ax 

i— 


i 

r- 


ex 

IS 


ax 

j-. 

Oh 

cd 


o 


'-3 

1 


c 

CO 

c 


'-6 

2 


CO 

ax 


ex 

CO 

ax 

-G 


<N 

rn 


C+-4 

o 


S) 


1 

ax 

CO 


i- 

D- 


.2 

*■*3 


ax 


ax 

CO 


.£ 


lx 


CO 

c 


»— 

ax 

-a 


O 


2 

Cl 


a 


CO 


O 

3 


T3 

ax 


a 


ax 

C 


c 


"5 


Cl 


o 


ax 


T3 


CO 




o 


G 


cd 


cd 


ex 


O 


cd 


G 


c3 


ex 



ax 

ex 

c 

2 

cS 

ax 

J- 

>> 

-td 



o 

& 

o 

o 

c 



00 

.E 

— 

£ cd 
O 0) 



c 

<D 

-O c 
<u •— 
b ax 
0) £ 
4—1 -4—* 

ax ch- 
a- ° 

>> c 
■G ax 
op ^£ 

1H ^5 
^ o 
< £0 

£ 

ax 



£ < 



-o 

o 



ax 
£ 
cd qx 



1 l 

.r-i 



CO 

£ 3* 

cd co 

CO CO 
£ Cd 

cd 



ax 



CO 



^ 5 ? 



c CO £ 

a?# 



cd 



cd 



cd £ 



ax 

CO 

ax cd * 

o,.E *2 

cd m _. 

S K 52 

0,0^ 



00 

.£ 

co 

0 m C 

ax 

o 2 

D- cd 



< U & 



(N 

O 

to 



CO 

On 

a 

Cu 

Oh 

Q 

X 



oo 

oo 



831 





|T3 .2 

<D 

<u £ 

<9 > 

o 



p ,p 



a, q> 

9^ *5 

x «+- 

DO O 

>4— * 

c 

<l> cd 

| > £ 
c3 TD 
“ O 

|~ £ 
cd <D 



• 9 r O 

— 2 X c +- 1 

> £ ■§ 

T °M 



3 5 

E 



a> 

1 S*^ s 

2 O JD -T3 

•£ .9- P 3 

g *2 5 13 

E 03 -o c 

« g>! c 
S a «§ .2 
1 g 'g S 

■i g 

.£ -o <! .9 



CD 

> 

*3 

cd 

£ I 

o cd 
O - 

t< 

d 

oo o 
c *42 
\5 cd 

■I I 

'1 a. 



'S -a 

° o 

c ■£ 

a> cd 

£ E 

*t5 p 

O c/5 
X) <D 

£ 1 
CD — 

33 g 
CD .3 



CD 



r D 
<D 
£. § 

2- £ 
X — 
00 <D 



33 c 

2 2 
5— 

cfi g 

^ S > 

S' G-.S 

jL< 

"3 o 

:5 s 

X cd E 

IE x ^ 
c hr o 

'“"o’? 
<2 D. S 



.a •= o 



<D 

> 

cd 

E 

cd 

CD X 

^ * 
CD 3 

&< 

33 
cd 



o 

00 

c .2 



<D 



2 ° 
§ u 

£ E 

’-a cd 

O C/5 

X <D 

£ 13 

CD -p 
33 c 

CD .= 

t c 
c2 o 

CD *X 
J- 3 
O- CD 

>, > 



s.| 

O 

.9" 

*-o 

cd _* 
00 
c 



o 

tS 



^9 * 



•3 E £ 



X* 3 c *- 

X •= -S X 



00 CD 



.3 w T3 £ w 



» c/5 

1 * 

9 ob 

■- 6 s 

oo — -a 

c ^ c 

O s— s; 
_ <D 3 

.900 
T3 -- 13 
.c "O X 

« .S o 

j- i- X 
CD ‘C 

<£ o o 

od ^ co 
C c <D 
Q- <D 33 



<D 

-a 

3 



S- C/5 

(D 3 
-o O 

II 

Q 33 
(D .9 



C/5 

cd 



33 



r co 
=* « 



52 

u 

•E 

S 



o 1 
O S— i 

•g 9 

P CD 
tLj *- 
= CL* 



CD Cd o 

S - ■ -a 

3 
O 
CD 



CD 

C/5 

cd 

CD 

C/5 



cd 



3 33 



£ 
O 

o i> 
.£<x 
.9 — -o 
tS 3 _g 

cd cd r3 
Cl g cd 

O ^ co 
D O- CD 
3 — 33 



5 r 

CD 00 

*x sS 
2 5/5 
-2 ^ fe 



^ -o 
2 | 
Sr td 

a> 

So 

? J 



CD 

t: cd" 8 

00 u 

2 cd -g 

D O a. 

> J2 E 

to 

§> 8 -§ 

3 c^» P 

O D 
O > C/3 

cl <U 

.2 § S3 
g S « 
9 <S^\ 



— — 03 

S' 5 J> 



8 -S 

'1 i 



^ c+- < 
U O 

E ^ 

is 

7^ 



, o l> 

'-S ^ 

QD g 

£ S 

8 1 
O X 
CD > 

-5 i 

00 D5 



o o 
td *£ 
S C/> 
S2 V5 
3 CD 

„ . C/5 

9 ^ 
x cd 

o 

cd +■> 

£ -o 

o> 

T3 tC 
3 X 
cd -a 

t: g 

cd E 



3 
.2 

3 T3 
D 3 
> cd 

C C/5 
<D 

D X 
X ^ 
33 O 
<x X 

o *x 

c/5 C 
CD cd 

72 oo 
a ,•£ 

(D ^D 
CL ^2 

^ Q 

o .£ 

ao 



CD *- _ 
'" ,- 

33 c D 
•— CD 

° g -o 

c/5 3 

-K 22 « s 



«S J8 

cd c 
D5 3 

52 ^ 
cd cd 



3 

o 



C/5 

E 2 E 

o E 

oo o — 

cd lh O 



CO ^ ^ 

CLx 
w o « 

»- x 2 
° £ 
<2 o 0 

C/5 ■>-» C/5 

•3 3 0 

poo 
O > 3 

00 r- -—• 

cd .3 00 



n 

W O 

. C/5 

-3 «* 

cd c 

*3 

C m 



o ’> 

- 4 — * X 

33 O 

s *5 -s 

"O *D <D 

o 2 x 

S 3 ^ 
PD 



» OD 

.E w 

* j~d cd 
3 P 
2 2 



CD 

> 33 

3 



D5 

.9 

-5 

o 

X 



O >-H XT 



9" 0£ 
0> r- 

CL .3 
>-4 33 



33 

CD 



D5 CU 3 



O X 
CL O 

^ P 
O w 



CD O 

-3 •- 

CQ 

C/5 *x 

O >,X 
C/5 Cd cd 
'*“* C/5 

*1 3 « 

a -s g 

cd 3 ^ 

-4— < O 

«.£ t 

s— .3 

° 3 33 
"2 0 0 

« s 



o 

o 

o 

CM 



cd 



O O 



oo £ x 

cd .3 33 



r^> 
cd X 

.E Ci 

1 s 

xi on 

2 « 
. cx O 

✓ \ -4— » 

°o 2 
On -2 

ON .5 

CQ 



C/5 <D 

-9 ^ 

cd ON 
VP ON 

Q on 



33 O 



C3 x 
X 
X 



o 



O i 

>* 

o x 

X ^ 

o T7 

3 OO 
cd 



D w 
CD X 

3 

CD O 
s- O 

2 -g 

>x “* 

_S* <u 
•“ 00 

■8 § 

« S 

5— ^ 

o . 
8- ^ 
8 .§ 
.£ S 
c » 
*53 9 



oo 

3 



O >% 

8 o 

cO — 
33 -§ 

8 a 

P D 

(D 9 
•° 2 
5* & 

E CO 
C/5 

4—> cd 



33 

D 



D 

"* X 



D 

£ 3 

^ o 

X 3 3 
00 P 3 

§ bS 
^ -2 ^ 
P a ^ 
r E 

00 CD 
* X 



3 9 O 

. — CD -+-» 



c/5 

• D 

v^Qj ° 
.. (D 

■§U g 

= u g, 

cd lh -Or 
> 5 T3 
cd < cd 



ro 

^ h- 

CO 
D5 C/5 

cd 

QD 0> 
CO O 
CD __ 

+-> 

o cA 

c ^ 
-a -o 
O 3 
CD o 

S .£ 



832 






833 





nonketotic hyperglycemic- 
hyperosmolar coma, 
cardiovascular disease (e.g., 
heart disease, atherosclerosis, 




834 





— a> Cd 
cd 2- +ri 
c cd 

O c/3 <D 

- g 

2 -5 © 

15 cd 3 

< o O 

— C/3 

£ 

CD 



HD 

<D 



c/3 c/3 

<d cd 

l| 

o g 

>> «* 

E >» 

bD 



-o 

0> 

u 

L* 

<£ 

8 

a, a> 



& 

CD 

t: 

cd 

>> 



bD 



-a 

c 

cd 

cd" 



cd 



G- ^ -C 



>, -a 



a> <+_( 
8 ^ 2 
cd -o 

2 j= o 

C/3 00 C/5 

8 IE ^ 



.- o .5= 

i s g 

•- «- -a 

c /3 J 2 p 

£ =5 £ 

S 8 S 

^|| 

Crt C T 3 



od 

•= c 



cd c 
§•2 
-4— > cd 

‘"O ^ 

T 3 ^3 

< .= 



cd .2 

O s 

sL CD 

o -o 
*5- 

.11 

c 

<B oi' 

ti ^ 

<v> cd 

a. « 

£.22 

-c -o 



X X 
td ^ 

CD -C 
^ b) 
C/3 Cd 



C/3 C/3 

(5 § 
•2 ■= 
S S 



• — o 

t: 

cd 
o 
a> 



.c .22 o 



ts 

Cd £1 

S 

c/T \t_> 

w cd 2 

0 S-g 

1 Si 

= tug 

03 W • — 
00-0 -O 



<u Si 

C/3 J— 

Cd ^ 

cd 

C/3 P 

•-3 o. c 

^3 >% -Q 

8 2 1 
-o . 2 P o 
2 X .S 





„ cd 


CD 


cd 


CD 


CD 

C 


£ £ 


cd 

o 


O -r- j 

c 


T3 


cd 


cd 


C 

cd 


S .2 


t/3 


.& £ 


C 


— D 


SL 

C/3 

cd 


g 3 

E <L) 


CL 


O ’ — 


O 

<D 


.2- cd*' 

f—* 



cd 

■ ? i 



^ a> -2 
o cS CD 


4-* Urn 

cd X) 
CD 


L- 

D 

O 


c a> c 
cd lC c 


!— 

2 JC 


C 

cd 


cl w 
>% >^-o 

a> — =3 


E b> 

CL C 


O 

& 


cz — 

|.2?g 


60 2 
c M 


cd 

c 

’l2 



« c 6 -O 

2-P ^ 

c 



„ E 

C/3 O 

cd J= 

J= & 
o £ 

S 



"a -£ 
E ^ 

cd o 



C/3 



O "a _ 

0^1 
o <, 



cs — r 

- — cd 

<D 

2 clT bQ 

td td j? 
o 



c /3 Cl 

o o 

S— C/3 ^ 

Q- <D — 



3 E 

1 "O 
§ 2 
L-T jj 

^2 
— a. 



C/3 

cd 

g cu 
o 

ti <D 
2 = 
<s g 

— Cl 

£ -O 
CL C 
C/3 cd 

-o £ 

r- <D 

bo’s 
’E o 
§ .22 
JD T3 



■2 - 
CL O 
£ T3 

X § 

<d 

L> Cd 

11 
22 cl 
cd o3 

-C ^ 

§ £ 

C/3 

~ cd 

c 

o -2 ■ 

s o. 

♦ « 

-o <D 
c a. 
O >> 
O -C 



. w 

•p 



c 

o 

td 

o 

'1 

l_ S 






CD 
c/) 
cd 
<D 
C/3 

.£ 
to 
cd 

^ CL 
O 
CD 

C 



_ D- 

O < | 

c 

.2 ' 
t5 ^=:J 

> b0 

— -3 

O O 
cd 
CD I 



CM 

C/3 ■ 

>3 O 
Cd ^3 
C/3 C 
i 22 cd 
< ^ 



bO 

£ 

L* 

1 ° 

2 ^ 

|.| OT 

1 ^ c 

|4g 531 



<N 

O 

to 



CO 

ON 

a 

CL 

CL 

a 

x 



oo 

oo 



835 






OO <D 



* OO 

« OO O 
tii m co 
U OO ^ 

o> ' — '•> a> 
So m +- 

Crt s — ' C 

2 o o 

P-H CNj O 



<L> c 

vx a 

•o 3 g 

<D O « 

e3 S "S 

s— OJ 

o . ss 

- 

o P $ 



<u 

c 

3 

s 

8 £ 

c 

o c 

D- 

&o +2 
cd G 
<L» 



< 



1 

H 

c/o 

cd 




C/0 C/0 

"S "U 

o o 



836 





a jz 

• 55 t: 

a gj a 
P- d « 
U g = 

£ g 

' .2 co 

Si § 

e- J '-§ 

d cl O 
CL CO ^5 
>> >> C 

jz -o .£ 



c c 
! .2 |n 

n C T 3 
>> « ° 
zo 9 -nn 

j-, o ^ 
d - 
= 3 .2 

cS D C 
- — D 
CO ca CL 

O .2 o 
c c t* 

< §-8 

ill 

•5 c 2 

to c3 _E 



03 

E ™ 
.2SC 
^ ^15 
8 I S 

£ c CQ 

CL £ ~ 

c ^ cd 

I a £ 

_T O 

S Jo 

3 J ^ 

8 < ^ 
— a-> 
d as — 
to •— CL 
cd £ 

S g 3 

? s £ 



E fr.2 

§28 
—5 03 CO 

1 E 

2 E 2 ' 

OX) 03 CO 
*£ 8" 
E ~ " * 
o a> w 

£ CO CO 

CL <3 o3 

E d a> 

CO CO 



d 

CO g 
CO CCS = 

c „ = 
.2 m| 
t5 d t 

C D D 

— -a "O 

-a c 

4 Si S 3 

b — > 

<2 I? 5 
b Id d 

' CL -XD 

"g 

) -SZ D JD 

ZD -O •- 

£ .2 O 
•Jh n co 



/—■ N CO CD 

e I 1 

■3 3 1 

8 •- '° 

co -a o 

S •- i 

c3 "2 I 



> a. c 3 

.2 <d 

v- -C 3 

pfl 



t3 s- 

•c £ ^ 

f J 1 

« >, ro 

T-. L- CO , 

^ « -55 

0 co o 

1 8-2 ‘ 

i 2 o • 

3 ’ — co * 

S .2 d 

^ g *5-: 

r D V3 
top to 3 
CD C . 

N— ✓ co C 



8 X 
o 2 rs 

^ -§ == 

iu 3 n 

‘ 2 — « 
3 2 BJ 

D 2 • — 

"I 

C3 03 r3 

E 3 £ 

^ c3 ^ 



cz 

J2 

~d o ”3 

u 1 ! o 



3 -*-» 
d 

= = . 
8. =3 'T 

CD CD 
HD O S 



t2 

03 


CD 


15 

03 


c 

d 

> 


T3 

C 

c3 


O 

CO 


Cju 


-a 

c 


(D 

JZ 

-»-» 


.E 


d 

-g 


c 

CD 


co 

# D 


'4— * 
CO 

*E 


D 


o3 

co 

V- 


c 

c 


2 

5— 


CO 

CO 

CD 

CO 




-5 

O 

rS 


O 

ZD 

a3 


3 

ZD 

D 


5 

8 


£ 


O 


CO 


o 


*-3 


c 


i— 


cS 


o 

c 


-o 

CD 

CO 


C3 

O 

-4—* 


co 

CD 

IE 


c 

C3 

ZD 


03 

5— 

o 


O 


c 

.2 

*-3 



H.-S « . 

D ^3 co 

Hi 

o .2 zo 

CL w' 03 . 



o C o 

_ O Cl 



C C CO 

o .£ «j 



^ Jo 2 -S -2 

t=! CD O — 

2- jZ +-» 3 D 

Lm r C co t o 

o r cu ^ j^ 

g < 2 J2 « 

| fe .2 -3 S 

i: A u o ^ 





IH § 

cd o 

oo a, 

. r- 

.= CD 

•*— * s— I 
CO 

O 

'Si 

?.i 

» "2 

£ 2 
T3 

fl) ^3 

J5 a> 

■= s 

CD I 

co SS 

1-^ u 

T3 CD 



CO 
I C 
=2 O 
<D CL 
O co 

h e 

« g 

oo 3 

•i | 
8 .§ 
Q_ T3 
££ « 

3 .2 

■s'S 

§ £ 



■o 

u 

H 

i- 

CD 

-i— i 

CD 

J- 

a. 0 

-1 

.2P c 



O -C 

S3 .£P 

£ -c 

£ 15 

CCS C 

cg o 



c 

o 

o 03 
tS> <d 
t; co 

c CCS 

*— <d 

CO CO 



O 

— • co • — 

g g S3 

£ O c 

.2 £ 
-<_> cd £ 

=5 .Si § 

T3 "O ^ 

< .£ .£ 



-o 

-a 

Cd 

c 

< 



CD 

-a 

t- 

o 

CO 

'S 



So ^ 

ts -2 

1 cS j> 



-o 

<D 

s— 

s— 

<2 

<D 

i— 

CL 



<D 

-a 

js 

cd 

c 



co 

CCS 



•o 
r c 
too ccs 



<D 

-O ”3 
^ C 



co 

‘<D £ 

co O 

ccS *-3 

S S3 
O *■£ 



<D 



— -O 

s M 

ob 8 

« « 
■ — ✓ T3 



.2 -S 

+-» S— 

CD *- 

c2 <£ 

£ Si 

d Ou 



_r 4D 

- S -O 

co £ £ 

CD O 3 
55 -C > 
g CL !> 

S £ .2 

=3 2-^ 

.2 ca -O 

tz •= _g 

ccs £ .-2 

^ CD ^ 
£- ^ CD 
O ^ co 
(D g <D 

C -2 -o 



CO 

II 

o 13 
.S3 c 
Q ’ 



to 

CD C 

> O 

S3 S3 

J- CD 

fli . — 

-O 

11 

<d h 

CL ,CD 

3 CL 



CO 

cd 



CO 

ccS 

CD 



~ <D 

co _r ns 

j-i " to , 

1 1 o 

s ^o. 

'O -2 ^ 

ccs d> ^ 

CO CCS 

£ E £ 

« Sj 
a. B Q- 
o _ E 

2 ,2 >% 



C 

2 

x> 



CD 

_C <D 



CD _cd 



CCS - 

CD 

s— 

CD 

C 

CCS 

CL 



CD 3 
CD 

c $2 

cd £ 
CD O 



co 

cd 

» "EL 

£ o 

td CD 

2 c 



cd 

CD 

too 

cd 

CL 

O 

co 

CD 



Sr* cd 

cd o 

.E ^ 
^ .S 

-a 

1 2 

cd 

u. c2 

g 

> 5— 

— CL 



^ c2 $D 



1-^ 
cl a 

CO Cd 

•o £2 
e ^ 

*P o 

S -£2 

-O 



-2 - 
CL O 

S -o 

s g 

<U « 

Vh Cd 

«S j 

«yT cl 
« cd 

CD g 
3 C 

CO ^ 

^ cd 

g 

o -£ 

*xs CL 

• Lh 

-o CD 

C 9" 
o 

CD 



TD 

CD 

%— 

u- 

<2 

i> 

S— i 

Cu 



£ 

CD 

C 

cd 

CD 

T3 

3 



co 

.2 § 

CO 

_£ cd 

CL .2 

-n 



-o .= 



.S' 'm 

C 'TD 
CD O 

cl nr 

o ^ 






— 1 <U 
.2 & 
C ^ 
a, g 

| j§ 

1 i 

Cd _r- 

CL *5 



o 



«~g 

E 

o 

c 



ro 

CD 

> 

O 

> 



CO ^ 
CO CD 
Cd J3 

JB too 

CL 3 

£ S 

CD J= 
>< ~ 

W g 



_o O 

-a 

cd cd 

£ S 

g "o 

■S E 

c ^ 

2 CD 

E .5 



c .9- 

•2 B 



^ o 



cd 



CD 

co ^ 



CO 

a> 

c -S ^ 

1 O £ 

CD co 'g 

#•8 § 

CD -r: too 

c CL.C 
S CD 3=5 
O n ^ 
CL _E 

co jC‘ -n 

£ O 3 

H ^ 

< ° o 

nto •+-> -4-> 

Z *r c 

t: .> <d 

co >• 

2 % •£ 



CO 

cd 



CD 

C 

(D 

a 



!>•§ 

E CD 

cd r- 



S 5 

.32 *3 
G C 

o ^ 

toO > 
cd 



cd cd 



-O 

c 

cd 



CD 



<D r 9 

too ^ 

<D 

(23 O© 

.s 

-a w 

CD o 

CO — 

O 
o 

.32 vo 

-a vo 



— o 

O _G 

£ c 
>, « 
n nr 
c ^ 
W ^ 

- <N 

.5 

co ^ 

-a o 
^ oo 



< 

oo 

’cd 

oo 



S -2 ^ £ 



- CnI 

_r vo 
ro 



S3 vo 

CN 



"O ^ 
cd oo 
CD OO 
< C^ 

S3 »o 

It m 

Q *? 



^ on 

(D OO 



CD 

O 

CQ o 

« ^ s 
s Q = 

^r cd 

CD 



W ov 



— : o £ 

cd i— < O 

^ OO 

£ s 

3 OO 



PQ 



3 

£ 



•—> Os 

m t- n - 
<n 3 w 
^ uo ^ 
1 ^ ^ 
rsi 



— OO Id 



04 



. . C 

-O ^ — 1 

£ d' r 

cd <n Id 
b OO ^ 
<L ^ CD 



OO 

m 

oo 

o' B 

<— « go m 
' — / cd 



m Uh 



m 

c 

£ on 

(D ^ 

w 

O m 
— on 
O 04 
‘ZZ ^ 
CQ ^ 

i 

*— > un 
r oo 
ns <m 
- n- 

a> . . 

S $ 

CD W 

32 oo 

£ vo 

>- oi 



too 

c 



too 



Pn 

X> 

T3 

CD 



z 

a3 

c 

CD 

co 



O Pn 
8' « •£ 
-a •§ -§> 

8^g 

n u c 






o 

o 

CD 

cd 

T3 

CD 



b s -5 



CD 

-o 

3 



CD 

3 

Pn 

cd 



z - s £ 



<D .= 



2 

OD 

3 

2 

cd 



CD 

CD 

c 

CD 



cd 

CO 

Pn 

co CD 

CO N 

cd qj 

<D "5 
co -ni 
<L> ^cd 



8 



<D 

CD 



too 



cd 

> 

cd 



e n 
s I 

w £ 

• S3 






U 

U 

H 

< 



cd 

CD 






838 





YT cell line, which is a human disease, acute lymphocytic 
natural killer cell line with anemia (ALL), plasmacytomas, 

cytolytic and cytotoxic activity, multiple myeloma, Burkitt’s 

lymphoma, arthritis, AIDS, 
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transcription through the API Highly preferred indications 
response element that may be include autoimmune diseases 
used or routinely modified to (e.g., rheumatoid arthritis, 
test API -response element systemic lupus erythematosis, 

activity of polypeptides of the multiple sclerosis and/or as 
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I | asthma and allergy. 

HDPPD93 502 Activation of Assays for the activation of Highly preferred indications 

transcription through transcription through the include blood disorders (e.g., as 

NFAT response Nuclear Factor of Activated T described below under “Immune 
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et al., Proc Natl Acad Sci USA leukemia, lymphoma, and/or as 
85 :6342-6346 ( 1 988); Serfling described below under 
et al., Biochim Biophys Acta “Hyperproliferative Disorders”)- 
1498(1): 1-1 8 (2000); De Boeret Preferred indications include 
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NFKB response response element are well- inflammatory disorders, 

element in immune known in the art and may be Highly preferred indications 

cells (such as T- used or routinely modified to include blood disorders (e.g., as 

cells). assess the ability of described below under “Immune 

' - . . » » .• *, « unl_ . J n.Li.J 
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conditions, such as, tor example, 
hyperplasia, metaplasia, and/or 

dysplasia. 

HDTAU35 505 Production of TNF TNFa FMAT. Assays for A highly preferred 

alpha by dendritic immunomodulatory proteins embodiment of the invention 
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diabetes mellitus, endocarditis, 
meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
asthma and allergy. An 
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endothelial cells (HUVEC)). (e.g. such as described below 
HUVECs are endothelial cells under "Cardiovascular 
which line venous blood vessels, Disorders"). Preferred 
and are involved in functions indications include thrombosis, 
that include, but are not limited bacteremia and sepsis syndrome 








to, angiogenesis, vascular and consequent complications 

permeability, vascular tone, and (such as acute respiratory 
immune cell extravasation. distress syndrome and systemic 

Endothelial cells play a pivotal ischemia-reperfusion resulting 
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functions that include, but are Disorders ). Highly preferred 
not limited to, angiogenesis, indications include neoplasms 
vascular permeability, vascular and cancers such as, for 
tone, and immune cell example, leukemia, lymphoma, 

extravasation. Exemplary melanoma, renal cell carcinoma, 





c 

o 

o 

o 

toO 

c 

3 



CD 

4-> 

s 

CO 

s 

n. 

'1 

cd 



CO 



3 CD 
£ 2 

2 § 

CO O 

•3 b 

<D cd 
00 C 

t| 

o ^ 

co C 
O cd c 

cd <d 

3 £ 

8 e * 

O c 

5 03 

Cd j- 
CL X 



<d 

> 

3 .2 
> 



o =2 a 

3 =5 g- 

.a s.8 

•O So C 

~0 — CL 

2 oo-o 
.<5 E § 

-i— <u 03 

g -o 52 

Cl <d cu 

s_ "O "O 

= s 

X O co 

O .E -5 



-2 L- 

a. o 

E -o 

cd c 
X cd 
<D 

*- cd 

f P 'co 
^ cd 



CL 

ts 

E 



CO 

cd 



cd 



- cd 

CO 

C 

O -— - CO 

,ti Sr ^ 

-O p CL 
C CL co 
O ^ 

O £ T) 



00 



o X) 



c 

<d 

> 



-a .= 
cd 

*- a> 

5— r- 

cP *5 

O ^ 

J— i o 

CL ^ 

* S 

■§>.§ 
*3 -O 
-3 Q 

< -° 

E 

CD 



cd 

1 

H 63 

*- UL 

*— *“7 

<2 p 

"O 

o 



00 

.E 

*co 

cd 

CD 

L 

o 

CD 

-o 



C ^<D 



^ T3 
2 ° 
§ d 
> E E 
"5 "o “ 

Sow 
£ .o « 
<5 £ •§ 

2 T3 g 

= a> .— 

< t c 
_• <2 .2 
o £ c 

‘C C o 
o ^ > 

3 — C 
■OX — 

O 00 D 



00 



cd 

CD 



cd X 



w g 

« i 
s 41 

O <D £ 



'il 

* s 

oo *o 

. S &, 

cd cd 

If- 

.S cd 
co Uu 

.SE 



-o 

2 «| 
ed -O 



■a 

o 

o 



<2 
0.-0 

X 3 

SP 13 

X .s 



CD 

-o 

c 

3 

& 

-2 

<D 

■o 

<D 

X 



CD 

-a 



o 

CO 



l V- 

■§:f 

.2 ^ 

? % 
■* - CO 

- •* 'co p 

*-8 i 

~ o j= 

d .22 ^ 

< Q U 



. » » m 



CO 

I 2 cd 

| X co 

>> 8 
C CD 
C co 
^ 2 
I c^ -p 
X ^ 

^ o 

*■* 

g» 

-5 

1.2 g 
1 s 8 

. cd 

i-2 'o 
■a cd 
c ^ 

CD 



i: o 

.§ > 

E B 

3 _w 

E "a3 

E - 

3 cd 
X X 

d> « 

•O ■£ 
=3 O 
o -o 

3 .2 CD 



O 

5 p 



X CD 
1 3 

•3 2 
> 
cd 

2 
cd 



.2 

*o 

u. 

CD 

£ 

E 

o 

CD 



^ cd 
*o 
U o 

LT co 

> S3 

Lh *7 

0 <D 

c c 

1 2 

'5 -g 

co C 
CD p 

5— 0) 

Cl c 
X c 
cd cd 



.1 i 

_ o ^ 

» § 
>> CD 
X 



-a 
■a e 
cd cd 

co“ 

as 
2 2 
CL 

3 «-, 
CD ® 

-c *£ 

c o 

cd 5-- 

o o 



cd 

CO 

(D 

O 

o 

CD 



-o 

o 

o 

X 

E 

o 



c 

.2 

’ CO 



e3 <D 
co — 

£ w 
3 D 

s ^ 

2 8 

Jg a. 

- E 

o >% 



to ^ 

x <C 

cu n 
o h-' 



E if 

J- CD 
CD co 
_C co 
X CD 
O > 



^ 5 

C -4— » 

X cd 

I E 

E £ 

P § 

|i 

O 

*— 1 g> 

cd C 
co 3 

^ E 

-2 g 
Cl. 3 



aj 

cTT 

<D 



<D 

’4—* 

o 

a. "o 

S? cd 
. O > 

< s 3 

— cd 
o X 

i’S 

C CD 
3 3 

— a 
£ p 



co 

>4 

cd 



H 

< 

s 

x 

cd 

X 



E 

.1 a. E 



x 

c 

cd 

CD 

0 

50 

3 

J2 E 
13 -£ 
° o 

1 

s g 

2P co" 

X co 
CL 

o X 

a 2 

cd 

X 



<D 

72 

cd c 
4-* cd 



>< ^ 
5 o 

J E 
E 

S j2 

Sc 



« © 

2 - 
fe .2 

■5 S3 

o > 



P7* cd 

2 ^ 
X 
cd 
> 



O 

c 

•S .t3 O 



cd 



x -2 

3 03 
O CD 



«S =5 

o * 

x 2 

O cd 

o ja 

’S D 

O CD 



O co 
co 

T3 o> 
CD co 

CO CO 

3 cd 
CD O 
X ^ 

5*g 

1^5 
§ 1 



C X 
<D C 
> cd 

E co 

<D 

<D X 
x "g 
+-> o 

X 
o X 

1/5 S 

(D cd 

72 too 

cLx 

8. 3 

2r* u 

o . E 

CL C 



o 

CO 

.22 p 
c .2 
o -q 

cd <— ■ 

= o 
cd O 

Lh 

O ' 

£2 p| 
w 

§ Si 

^.1 



c+^ X 
O C 

c a 
o •© 

X ^ 

CD X 
3 cd 
X5 co 

O c^X 
^ X (U 
CL cd cd 



X 

o 



> 

< 

H 

Q 

DC 



<N 

ON 



864 




CO 
CO Q> 
3 w 
I O 
• — <D 

td .52 

.O T3 

| "5 a 
c c 

ho £ 

h ! 

«S o 

2 | 

q cd 

"O 

X =5 

£P13 

lac .s 



- o 

co 

■ — cd 

■n £ 
x 2 
t: 

«* b 

3 & 

O co 

- 4 — > — 5 

g o, 

£ 3 

3 — 1 

CD O 

"£ £ 

r <d 

op to 

<D >•» 
s ✓ CO 



*o 

<d 

u r£ 
Cl & 

2 S 3 

§ ^ 

E „ s 

a> l. 
« o 

03 

<D T3 

.2 c 

T3 «* 
co .22 
= 00 
£ o 



"S 

a ! « 



.Si 

o 

to 

CD 

T5 

O 

3 

3 

£ 



2 "S 



T3 

CD 

x 



~3 g 
15 .2 

^ S 

CD 5 

-o £ 5 

C 1 <- 
03 — 

#v CD 

CD O «D 
CO CO 

C H “ 

o _ 



< .2 



o « .2 

u 



<D 

X 



« 03 

^ OX) 
co rr 
‘ 03 .E 

^ -4—* 

. CO 

OX) O 



_ ■ c 

o o 
cl 63 a, 

g g> g 

g *£ 2 

§ 2 § 

E S £ 
S s E 

.3 co .3 



§■§ 
03 03 

2 c 
-a .o 
c x 

•— 03 

•o E 

s i 
<2 £ 
2 c 

p 

^7 CD 

>% -o 

2 2 
OX) o 
*3 C 



CO 

S = 
!*< 
w « 

<» c re 

*- *P 

» o ^ 

? ttf) ■*= 

o g 3 

•- I -O 

S' -g es 
o .E c 

t# .2, 1 
E dojg 
E .5 "£ 

X a* .3Z 
= H «i 



_5^ 
_ — 
Tg .2? 

b 3C 
<2 

S - 

CL 



CO 

03 



co 



.52 o 



S. CO 

XT' cl 

X <D 
OX) co 
*3 co 



cd 



♦— .2 
32 ^ 
^ .£ 



-a 



CO -o 

D 2 
"O S- 

o <2 

co o 



CO .g 

E £ 

J2 o 

03 v> 

cobS^.^^g-g 

— - • ~ 71 rv w — 

3 co 

co C E ■£ -3' CD CO 

”g X 
3 O 



.3 CD 

.4-* CO 

g 3 cd 
<D CD 
i3 1/2 

T3 13 

3 ^3 

CD 

-o \3 

CD to 

fc .2 

c£J CL 

<3 O 

sO CD 

a. c 



g w 

£ £ 
o 3 

-C > 
OL > 
£ -2 

.2”S 

E rS 

S3 

3 00 

g « 

J3 T3 



*X OX) 
3 -— , 



i j* 

s 1 
& O 
CD * — 



ce ^ 
o ° 

'O "g 

.£ § x 



03 72 
£ ~o x 

.2 co co 

— 03 

OX) ^ CD 

«r g -jd 

£ i « 

O •- +0 

S "&b 2 

03 co 

<L> C 2 
Ego. 

ef .SPl 
E « « 

J E Sf 

cl r o 

£ Op £ 

>> 3 



<D I 



•5 01 

ei 



CS 



O OS 



L C3 u| 

III 

§ -5 1 

^ cd -a 
o os 3 

. , _3 ^ 

^§-«l 

-3 CD — 1 



CD 

-+-» 

OS 

'1 

E 

S3 

O 






'1 



X 

o 

o 

o 

T3 

3 

OS 

C 

.2 

oS 

£ 

E 

03 

C33 



co (1) 
<D X 
^ O 
+-> f 
03 CL 

5? O 

>4 

03 o3 
co -3 
co 3 
CCS TD 

b 1 

J& o 

CL C 

E e 

>< I 

oq .£ 



is 

.2 E 

O 3 

-o ^ 
o 03 



^•2 



<D 



CLt> 

3 

co 

CO 
<D CD 

« -E 

3 ^ 

TS O 

CD CD 



8 *- 
X o 
CL 

^ C 

o3 q 

J- • TJ 

2 « 
O 

.03 ^3 
X C 
CO ‘ ~ 

2 - 
o "O 
<D 3 
C 03 



X 

o 

^4— » 

o 

s. 

o 

S-i 

o 

b 

o 

g 

E 

E 

OS 

53 



oS 



-a 

*- <D 

ts s 

x -O 

^ o 

co c 

b E 

CO b 
CD 

«* 3 



■4— » 
;> ■ 

o 

oS 

o 



5 o 

CO 



o 

CL 



-a 

CD 



CD 

X 

■ 4 — ► 

-a *tr co 

3 ° b 

cd co ccs 

CO CO CO 

<D '3 cd 



3 

-a 

o 

£ 

o 



CD 

X 



CD 

72 

*x 

CL 

CD 

CL 

JP 

O 

CL 



/-L 

^4-» O 



T3 O <D 

2 GO'S 

X cd _3 

*■5 c 2 

§ .E 

bO o 

= « o 

3 w -e 

_5 •= c 

. £ go p 
C cd 3 



m 

ON 



cd ^ 15 
^ GO ” 
<D C "5 

Cd *E -o 

X CD g 

2P a> S 
2 o > 
•5 ro ^ 
^ , O 

^ S ei 



E -o 2 27 



0i>0N 
co o On 

£ 

o 



O 5 — . 



^ ° 

3 CP (N 



O 

NO 

g 3 

.2 rP 

o 

2 ^ 
CL *- 
77 <d 
cd ^ 

* * E" 

co cd 
CD X 

O = 

2 

a. w 
E 2 

b CL 
l-J CL 
= cd 



3 O 

UP ON 

1 oo 
m 



cd 



cd 



13 oo 

<D P) 

> o 
x; 3 
O 3 

° £ 

£ 



o 

3 

3 

£ 

Id 

+-» ro 

CD ON 

c ^ 

X 

cd oo 
Q 

77 72 

00 s p7 

2 o 

NO 



S 1 

3 cd 

£ ^ 
c r- 

£ ON 
ON 



15 S 

+S I 

a> on 

co *— 1 
E ON 
1 « 
Jrt OO 
.<D ip 



co 

-4— » 

C 

•— - <D 

•2 c 

OQ O 
O 

-X x 
3 "7 

<D 

J ON 
ON 
^ ON 



cd 



00 






*S 

-§ <N 
^ OO 

^ *>S 
^ X 



-- *« p 



e -S 

8 8 

a> c 

X <D 

g rg 

cd a> 

1 * 



GO 

S ® -H .S 
S "2 
^ 3 

CD Q 
-O cd 

3 -O 
Cd CD 
3 co 

3 3 

X (D 
X _o 

>7 rt* 
^ £ 



-o 

CD 

2 

o 

& 

o 

CD 

3 



p 






865 





<d 

to 



zz go 

o CO 

E g O. 

> o 
52 3 a> 

3 cO c 
O jj- i 

S' 2 " 

-to *— ^3 
C CL 3 
— co cO 

■g -o 22 
2 e a> 
« M’S 

*3 O 
<d .S2 
CL3 TO 



<D 



*- 

Cl o 

§ ^ 

co n 

x So 

4> 

s— i cO 
c2 ^ 

^ JO 

2 CL 
cO cO 

3 tj 

8 £ 

CO 

~ CO 

g *35 
o -5 

2 & 
-a a> 

3 5 - 

o >> 
o 



cO 



-a c 
2 § 
S « 

X- O 
a> 3 

Cu 

.E 

CO 

.2 o 

3 ‘S 

CL .2 

£ *o 

^ r** 

•o .5 



3 

- 15 E 

.2 doV 

3 T 3 g* 

& S | 

s .2 E 

« c >% 

— m — 

.2 &| 

|>8 “ 

2 J 3 a> 

E 



c/T 

cO 

£ ™ 

O j-j 

g t: 

§ =3 

E 00 

CO 

-E co 

cx £ 

-r O 



„ a) 

55 So 

9 . s 



<D 



W C o 



E -J 



^ o S 

• CO 



5 L « 

CO _r- • — 
CL 32 -O 



<d 

< £ 

w <D 

.2 a. 

E 2 

g 3 

i E 



-a 

<» 8 ~H 3 o* 

2 .2 £ is 

L- -73 o 3 

(J^ 

t §■: c 
« O & _r 
« "3 2 •“ 
E E 2 5 

O O 3 Cl 

3 *3 £ O 

9 * c ^ ti 

£ | 5 = g 

DO .£ c 



co 

.2 

*C 

o 

co 

cl 



CD 

3 



T 3 

3 

c 0 



3 
c0 CD 



e .52 

o 3 

3 -p 

2 So 

3 CD 
DO O 
co T 3 
O 3 
O CD 



c 0 



CO 



DO Cl _ 
O 3 3 

*8 .a 8 

c 3 ^ 

■if n 

c e| 

g <D .2 

is 3 to 



CD 

£ 



CD 

.52 & 
.to *- 
DO o 
3 CO 



3 c 0 

» .E 

sA ”o 

SP fc 
2 <£ 
2 2 

i 2 



£ .2 E 



c 0 o 



3 TO 
<D *- 

S cO 
O 



3 S ^ 
co "O 
c 0 c 0 



CO /-iv 

3 > £ 

O > & 

O co 

O (D § 

& j=> 8 
e -o X 

>- (L> £— 1 

3 -3 co 
cO *c 3 
~ CD O 

°P 8 O 

<D 33 a) 
co *3 
C c0 £ 
.2 D o 

o S S 3 
<2 " "2 
• E "O 3 



o 

a «> 

3 .E 

<D co 

£ 3 

=§ -o 
^ -2 

£ 8 

<D — 

-o 

<D 



3 

O 

’•3 

3 

<D 

> 

3 

(D 



2 
° l 

^ co 



o a*; 



CD 3 
Cl- i CD 

g > 

£ .£ 



<D 



2 c 
Cl cO 



TO 

D> — 
3 TO 
CO <D 
3 co 

O o 

CO 



CO 

3 = 

•— a> 

3 CD 

^ .£ 
O 3 



3 

«D 



3 

O 



3 






u 

a> 

3 ~o 
>% co 
co a> 



co CD 
co 

CO -3 



CD DO 



<V> 5 — 

So a> 
*> ^ 

1 1 



_ . I L-> 

3 3 3 

♦— CO nt 



JC 

'O 

D T 3 3 • - 
«- c 

CD 03 
DO D 



r CD co 
13 <D 



3 *3 ^ TT 



c <i> 



— h ao 



CX CD 

3 3 

<D O 
DO 

.Dr co 

3 

= <D 

co cx 
co 

3 3 

c 0 co 



3 

§ .3 



-3 „ 

_. co 
TO aj 
« 3 

> 1 
O ^ 
cO CD 



2 > 

Cl 

— CD 
<D 03 
« M 

H c 



cO O 
3 § 

g TD 

CX 3 
3 cO 



PQ 

x- ^ 
o ^ 



cO 3 
> DO 

5 

CD O 

* 3 
(D 3 

5 C 

L- .2 

r o t=t 
x- 

co *C 
>% CD 

co "2 
co 3 
« CO 

< is 



<D 

iU 

5 E 

5 -o 
13 £ 
3 xj 

<D 3 
£ 

£ *■> 
^ 3 
<D ^ 

CD .£ 
CO 

3 3 
O ^ 

6 § 

2 -5 



DO 

3 

o 



o 

CX 



3 .CL 



cO 

> 

CD 

< 



CD PQ QD 
3 ^ S 

iZ" 



r- 

o 

iy~> 



oo 

O 

H 

Q 

X 



m 

ON 



866 





cells (such as B- used or routinely modified to antagonists thereof) in detection, 

cells). assess the ability of diagnosis, prevention, and/or 

polypeptides of the invention treatment of Cancer, 

(including antibodies and Autoimmunity, Allergy and 
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(1999), the contents of each of 
which are herein incorporated 
by reference in its entirety. 
Immune cells that may be used 
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evaluate the production of Disorders”, and/or 

chemokines, such as "Cardiovascular Disorders"), 

macrophage inflammatory Highly preferred indications 

protein 1 alpha (MIP-la), and include autoimmune diseases 

the activation of (e.g., rheumatoid arthritis, 
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cytokines, initiate and such as, leukemia, lymphoma, 

upregulate T cell proliferation prostate, breast, lung, colon, 
and functional activities. pancreatic, esophageal, stomach, 

brain, liver, and urinary cancer. 
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antagonists of the invention) mediated immune response, 
include, for example, assays 
such as disclosed and/or cited 
in: Grunig, G, et al., 

"Requirement for IL-1 3 





independently of IL-4 in 
Experimental asthma" 
Science;282: 2261-2263 (1998), 
and Wills-Karp M, et al., 
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peripheral blood lymphocytes 

isolated from cord blood. 

HE2CH58 509 Activation of Assays for the activation of Preferred embodiments of the 

transcription through transcription through the invention include using 

GAS response Gamma Interferon Activation polypeptides of the invention (or 
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1 55(1 0):4582-4587 ( 1995), the 
contents of each of which are 
herein incorporated by reference 
in its entirety. Epithelial cells 
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test ru kinase-induced activity embodiment ot the invention 
of polypeptides of the invention includes a method for 
(including antibodies and stimulating adipocyte 

agonists or antagonists of the differentiation. An alternative 
invention) include assays highly preferred embodiment of 
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diabetes (e.g., diabetic 
retinopathy, diabetic 
nephropathy, kidney disease 
(e.g., renal failure, nephropathy 
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lymphoma, leukemia and breast, 
colon, and kidney cancer. 
Additional highly preferred 
indications include melanoma, 
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SRE that may be used or "Cardiovascular Disorders"), 

routinely modified to test SRE Highly preferred indications 
activity of the polypeptides of include autoimmune diseases 
the invention (including (e.g., rheumatoid arthritis, 

antibodies and agonists or systemic lupus erythematosis, 
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meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
asthma and allergy. An 
additional preferred indication is 
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hormones are well known in the I Disease”). Highly preferred 
art and may be used or routinely indications include autoimmune 
modified to assess the ability of diseases (e.g., rheumatoid 
polypeptides of the invention arthritis, systemic lupus 
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"Lymphocytes: a practical plasmacytoma, leukemia, 

approach" Chapter 6: 1 38- 1 60 lymphoma, melanoma, and 
(2000); and Verhasselt et al., J prostate, breast, lung, colon, 
Immunol 158:2919-2925 pancreatic, esophageal, stomach, 

(1997), the contents of each of 1 brain, liver and urinary cancer. 
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(2001); and Verhasselt et al., J lymphoma, arthritis, AIDS, 
Immunol 158:2919-2925 granulomatous disease, 

(1997), the contents of each of inflammatory bowel disease, 
which are herein incorporated sepsis, neutropenia, 
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anemia, pancytopenia, 
leukopenia, thrombocytopenia, 
acute lymphocytic anemia 
(ALL), plasmacytomas, multiple 
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Exemplary cells that may be 
used according to these assays 
include eosinophils. 

Eosinophils are important in the 
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of fas receptor signaling by 
nitric oxide in eosinophils" J 
Exp Med; Feb 2;187(3):41 5-25 
(1998); J Allergy Clin Immunol 
1999 Sep; 1 04(3 Pt 1):565-74; 





and, Sousa AR, et al., "In vivo 
resistance to corticosteroids in 
bronchial asthma is associated 
with enhanced phosyphorylation 
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that test tor immunomodulatory jnvo , ving endothelial ce ), s) . 
proteins evaluate the production (HU VEC ce i| s are human 

of cytokines, such as RANTES, umbilical vein endothelial cells), 
and the induction of chemotactic 

responses in immune cells. 
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immune cell extravasation. 

HE8BQ49 5\5 Production of Assays for measuring Highly preferred indications 

VCAM in expression of VCAM are well- include inflammation (acute and 

endothelial cells known in the art and may be chronic), restnosis, 
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commercial sources. The disorders and pre-neoplastic 

expression of VCAM (CD 1 06), conditions, such as, for example, 
a membrane-associated protein, hyperplasia, metaplasia, and/or 
can be upregulated by cytokines dysplasia, 
or other factors, and contributes 





to the extravasation of 
lymphocytes, leucocytes and 
other immune cells from blood 
vessels; thus VCAM expression 
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the contents of which are herein 
incorporated by reference in its 

entirety. 

HE8SG96 516 Production of Assays for measuring | Preferred embodiments of the 







ICAM-1 expression of IC AM- 1 are well- invention include using 

known in the art and may be polypeptides of the invention (or 
used or routinely modified to antibodies, agonists, or 

assess the ability of antagonists thereof) in detection, 
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may be used according to these 
assays include Aortic Smooth 
Muscle Cells (AOSMC); such 

as bovine AOSMC. 

HE9CY05 517 Activation of Assays for the activation of | A highly preferred 






transcription through transcription through the indication includes allergy. 

GATA-3 response GATA3 response element are highly preferred indication 

element in immune well-known in the art and may includes asthma. A highly 

cells (such as T- be used or routinely modified to preferred indication includes 
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of which are herein incorporated inflammatory disorders, and 
by reference in its entirety. T treating joint damage in patients 
cells that may be used according with rheumatoid arthritis. An 
to these assays are publicly additional highly preferred 
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granulomatous disease, 
inflammatory bowel disease, 
neutropenia, neutrophilia, 
psoriasis, suppression of 
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hepatocellular carcinoma cell line 
(ATCC HB-8065). See Knowles 
et al., Science. 209:497-9 (1980), 
the contents of which are herein 
incorporated by reference in its 





entirety. 

HEBDF77 521 Activation of Assays for activation of Cancer 

Transcription transcription are well-known in Highly preferred indications 

the art and may be used and include neoplastic diseases (e.g. 
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cAMP response response element are well- associated with obesity, 

element (CRE) in known in the art and may be Additional highly preferred 

pre-adipocytes. used or routinely modified to indications include weight loss 

assess the ability of or alternatively, weight gain, 

polypeptides of the invention An additional highly preferred 
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1020 (2000); and Klemm et al., retinopathy and blindness), 

J Biol Chem 273:917-923 ulcers and impaired wound 

(1998), the contents of each of healing, and infection (e.g., 

which are herein incorporated infectious diseases and disorders 
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assess the ability ot embodiment ot the invention 

polypeptides of the invention includes a method for 

(including antibodies and stimulating (e.g., increasing) 

agonists or antagonists of the TNF alpha production, 
invention) to regulate the serum Preferred indications include 
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under “Infectious Disease”). 

HEBDQ91 522 Activation of This reporter assay measures Highly preferred indications 

transcription through activation of the GATA-3 include allergy, asthma, and 

GATA-3 response signaling pathway in HMC-1 rhinitis. Additional preferred 
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response element activity ot esophageal, stomach, brain, 
polypeptides of the invention liver, and urinary tract cancers 
(including antibodies and and/or as described below under 

agonists or antagonists of the “Hyperproliferative Disorders”). 

invention) include assays Other preferred indications 






disclosed in Berger et al., Gene include benign dysproliferative 
66:1-10 (1998); Cullen and disorders and pre-neoplastic 
Malm, Methods in Enzymol conditions, such as, for example, 
216:362-368 (1992); Henthom hyperplasia, metaplasia, and/or 
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and exhibits many 
characteristics of immature mast 

cells. 

HEBDQ91 522 Activation of This reporter assay measures Highly preferred indications 

transcription through activation of the NFAT include allergy, asthma, and 
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for the activation of inflammation and inflammatory 

transcription through the disorders. Preferred indications 

GATA3 response element are also include blood disorders 

well-known in the art and may (e.g., as described below under 
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et al., Proc Natl Acad Sci USA dysplasia. Preferred indications 
85:6342-6346 (1988); Flavell et include anemia, pancytopenia, 
al., Cold Spring Harb Symp leukopenia, thrombocytopenia, 
Quant Biol 64:563-571 (1999); leukemias, Hodgkin’s disease, 
Rodriguez-Palmero et al., Eur J | acute lymphocytic anemia 





JD 

CL 



03 



CO £ 

£ o 
o ^ 
x: s 

a, £ 
E © 

>s 3 



QD rrt 

£ *| 

2 § 
CL 
O . 



cO 

OD 



cO 

>■»£ feb 

CO if GO 
£ 3 Q 

i co CQ ~ 

^ | »- 

l^-i^ 



s^:= l*i 



CO CD ' 

E c 

E »“ 

cO co 
CC CL 



CL^ 



_j ^ f— cli uy 

^ >k +3 co co 

X, E 5 "5 '-5 



u <u 

CO CO 
CO CO 
QD <D 
CO CO 



CL 

O 



~0 "O 3 co 



-o 

CD QD 

C 3 
3 £ 

£ — 

5 CL 

§ s 

cO 

o is 

. 1 2 
S c 
qd o 

g- o 

3-S 



CO 

qd 

_r tJ 

.2 X) 

— cO 

O c 

£ .2 
QD m 
XS CO 



co Z" n 

QD £P 

-3 CO 

Eo o 

CO o 
< u* 

+* qd 
T3 CL 
3 >» 

co x: 



qd 

CO 

CO 

QD 

CO 

5 

CO 0 ) 

*5 £ 

1 J 

O 3 
-o CO 

S .2 

*, *M 

co ’rx 

3 00 

m c 



CD CD 

E E 





CO 

3 


(D 

u 




00 


CD 


QD 


M 

CO 






-M 


u- 


3 




*M» 


co 


CL 






S3 


<2 


.2 


a 

^ ^ 


CD 

x 


CO 

QD 


2 


T3 


-o 

D 

i- 


CD 

E 

CO 


2 

CL 

>? 


to 

.2 

3- 


CO 

M 

OD 

x 


.2 


.2 

>> 


nephi 


3 

CO 

co 

QD 


c 2 


M 

OD 


x: 


£ 


.2 


x: 


CD 

3 


qd' 


CO 

cO 


<u 


XD 


00 


o 


3 


to 


12 


t- 


QD 


S— 

Cl 


.2 


3 


CD 


x: 


CL 


3 


3 


co 




3 


. 


CO 


M* 


O 




* 3 


3 




CO 


cO 






3 




Cm 


s— 


x: 

00 

IS 


3 

*M 


3 

.2 

*M 


3 

_o 


T3 

<D 

.2 


2 

.2 


-3 

to 

CL 

o 


3 

3 

QD 


QD 

o 

t-l 


< 


CO 

o 

3 

.£ 


-o 

CO 

3 

< 


to 

2 

3 

^3 


*o 

o 

CO 

CO 

CO 


QD 

-3 

.2 

3 


4L 

XI 

CL 

QD 

3 


op 

QD 


3 

cO 



<D 

x: 

+-* c 

.£ .2 

~0 o 

(D QD 

O co 

O % 

co O 
CO <*> 



CO 

v- 

(D 

T5 



CO 

3 

CD 

c£ 



os 

m 

-4* i 2 



(D 

U 

— T T3 
— 3 

CO 



o 

m 



CvJ 



qd 
> 
co 

Pl 

T3 OS 

cO O 



— 00 so 

^ 3 ON 

os a> irs 

N £ 



<N 



O 

c 

3 

£ 

£ 



.2 

S « 

Z2 -c 

<D - 

CJ 

— ■ os 

o os 

S o 

r 

-3 os 
03 

« "T 
c 

o 00 



co CN 

s * 

eg 

4J ^ 

DC — 



<D 

CD 

3 ,*_* 
<D cO 
U* «-* 

<£ ~ 
<D ^ 

s- 3S 

Jz « 
-o to 

CD CO 

IS 2 
o . 
&£* 
8 g 
.s g 



<D 

co 

~ x> . 

O CO ^ 

~ 3= O 

• s 5 H 

8 ’Q 22 

CD 
CO 

T3 
CD 
co 



£ c 



2 

CD 



CD 

X> 

>% cb 
co to 

S CO 

CO 



”§ 

o, CiO 
3 

| 2 

co +-* 
^ r 
^ bO 



J 2 2 ^ 
■r 

8 C X 
•s "E 2 

« o ■£ 

E 8 « 

c w ^ 

si? -i 



T3 

2 J= 

33 co 

■ 4 —* * 

5 -o 

I -2 

P CO 

.3 <D 

c 2 
CO _C 

CO *— * 



£ S3 
1 §■= 
b-S 55* 

cO co 

O, 3 eS 

£ 



x: 

O 



_ <D 

5^ to S 

*£ -S 



? So 
<D S 
c c 

LO cO 
= £ 
CD 3 
CD -C 



cO 

CO -3 
Cm C 
O JD 

~o 3 

sM 

± =8 

2 « ^ 

D co £ 

.a. £ S 
S x: £ 
cx*g 2 

«D > *3 



3 0 ^ 

= ‘3 -O 
P CO 3 

3 a ccs 



cO 

E 



cO 

E 

£ 

i+-i 

o 

CO 

CD 

‘ZS 

co 

*n 

8 

o 

2 

cS 

J= 

o 



a> 

o 

2 | 
« S 
M) J 



S 3 

^ co 
CO 3 
co .3 
co 



G— i 

13 O 

. s ^ 

2 •§ 

il x: 
"O 

g to 

V5 CO 

3 CD 

CO 

2 <o 

X5 cO 

>> o 

co *-» 

S T3 

j: ^ 

CO -O 

ti ° 



< o So £ 



3 

.2 

C T3 
CD C 
> cO 

C t/3 
D 

D * — 

_3 

TS O 
Cm XS) 
O \3 

1/5 £ 
(D 03 

72 DD 

'P C 

S" '-s 

-C' CD 

o .£ 

CL w 



<m g 

0 .£ 

CO flj 

M 

.22 cO 

£ 3 
00 .£ 
cO *3» 

3 

cO O 

Ln 

° 3 

co o 
m .3 

CO M 

1 s 

00 g 

CO .3 



3 H CO 

•3 < .2, 

3 si -a 
w <: o 
.3 U- X) 

>> 

CD XO 



CL T3 



CO 



cO 


3 


X 


co 


QD 


CO 


S— 


QD 


O 


£ 


PL 


CO 






3 


3 


.2 


.2 


*M 


*M 


QD 


QD 


V- 


M 


O 


CD 


QD 


CD 


CO 


CO 



QD 

x> 

M o .2 
O CO 

3 2 a 

O g CD 
^ 00 £ 

3 jS • 
£ 3 £ — 

M g O is 

GO .3 Cm CD 



m 

<N 

to 



so 

C 2 

PL 

CQ 

uq 

DC 



as 

o 



930 



using anti-rat 




<1P 
00 
cd 

'|! 

& <D 

2 & 

-3 OP 

C -O 



I 2 « 

'■§ s 

I -5 S 
. ; ’-5 

^ <u 

o £ 

, OP <L) 

X) c 



op 

co 

GO 

<D 

O > 

w "o 

■g o 

o ^ 

OP 

3 03 

-o CL 

„ o 



- o 

OP • — 

o x> _ 

i 3 cd u 

OO X GO 
„ ” C/3 

S2^ 
8 « -o 

•-!■§§ 
■g ap-f; 
2 « o 

_ QP r- 

W O 5 

bO C O 
cd QP Cl 
O 



£2 o 



c 

CD 



r\ <V 
GO C 
Oi .— 



_ GO 

3 % 

•- 2 

8 -o 



. Jo t 
*p 3 O g- g 

3 



C X 



<L> o 

ox) .2 

cd go 

-1= 
° o 

X o 





.22 


op 


o 


oi 


s— 

-2 


<L> 


o 


GO 


CO 


g 2 


O 

t- 


£ ^ 


<U 


o ’-5 


X 




td 


s- cd 




cd X 


a> 


"3 O 


CO 


2 u 


cd 


P CO 


<L> 


S s 


GO 


2 § 


^5 


o ."2 


X 

cd 


cd 


(D 


x a 


X 



OP 

X 

< 4 — ► 

o 

T 3 c /3 
3 Cd 

oT w 52 

8 -| ■§ 
.22 2 o 
■° tn .2 
m - "O 

— S T3 

3 2 c 

8 g rt 

5 5 2 

o -e « 

P OP g 

.£ §- 8 

£ j= ^ 



cd 

y 

<u 



£ 

_o 

4P 

X 

c 

.2 

*x 

o 

op 

C/3 



-o £ 
» 8 
£ 

u. Jr 

U O 

GO C/3 

D X 

-o O 



(D 

X 

3 

op * — 

3 X 

*r <u 

0 £ 

O 5 - 

1 8 
« -8 
Cd C/3 

£ ^ 
fll C/3 
-T5 *- 

12 op 

Cl-O 



c 

# o o 

C/3 "X 

’> X 

>^x 

X TD 

o ob 
2 A 
g c 

c- Q,) 



U ■* ° 

-o -o 



£ -s 



- 03 

£ CL 

OP 3 

x .5 



^ "O 
c/3 3 

GO 3 

S | 

T3 > 
.£ *3 
— OP 
X 

-a g 

§ £ 

x 4 x 

1. § 

o 52 

C <u 
X o 

2 3 



ZJ 

-o 

_ 5— 

r o 

Op GO 

op ’-a 
'c -2 
.2 a 
o =g 
<2 8 
c 

.3 <U 
co 

"2 *”5 

OS ^ 

ob o 
•S t3 
2^ 



co 

3 

.2 

O c* 

<£ | 

c o 

r - OP 

JSt 

~ O 
3 X 
•- o 

-T3 <U 
X = 

*— CO 

h <u 

2 co 
fli 03 

4 J <D 

X GO 
CO 



cu r- co ^ 
X .S 03 O 



cd co X 

b— I 

g 8 * = 

53^ 

+-* tr x 
^ cd c ^ 

O O 03 Q> 

1 5 ! 1 

O co ^ * 

CL X 3 — 

oo C O 
D cd co o 



cd " 

X 

c 

cd 



.2 8 
« s 
® -2 
O 00 
cd >* 

-w 

<u 

X no 

.2 S 

*X cd 
cd — 
(D 3 

h 

O Q1 

G fe 

cd CL 

CL 3 



cd 






(D 

X 


o 


# 3 


a> 

0 


*X 

3 




OP 

X 


CO 

U 

12 
*-4— * 






P^ 

cd 

£ 


-o 

a> 

X 


"3 

co 

.£ 


.2 

cd 


<U 

> 

.£ 


X 

3 


-J— * 

X 

0 


CL 

a> 

~co 


>> 

J2 


GO 

<v 

<D 

X 


'S 

X 


'-5 

o 

£ 


X 

O 

3 


2 

0 

3 
cd 


<v 

X 

■4—* 

X 


cd 

CO 

.2 

-5 


GO 

+-> 

GO 

’£ 

0 


3 


cd 


.2 






O 


CL 


0 


0 


00 


3 


CO 


*-3 


cd 

CO 


<1P 


*x 

cd 


E 


CO 

<L> 


X 


cd 

'4— * 


2 

CL 

g 


3 

.2 

X 


.£ 

3 


co 

cd 

b 


.£ 

X 

3 

o 


3 

£ 


0 

w 


12 

X 

CL 

OP 


3 

cd 

00 


3 

cd 

O 




cd 


a> 


cd 


t- 


X 


3 


CL 


c 




*£ 

X 

1 <D 

O 

>* 


3 

00 

<D 

v- 

co 


3 

O 

CL 

£ 

o 


CL 

■ E 

<L> 

X 


j- 

o 

<u 

CO 


t-. 

«2 

to 

d> 


.2 

*x 

2 

0 

OP 


>> 

O 

CL 

P^ 


*-5 

.2 

0 

.£ 


+2 

CO 

‘3 

0 

00 


X 


■5 


O 


PQ 


3 




CO 


X 


’X 


cd 



£ « 
■*— * 

co <D 



x a> 



£ 

2 



m 

ON 



o X 
03 <L> 



cd ^ 

<d b 

Is 

13 < 

3 '• 



C -3 

o o 

II 

> GO 



u 

CN on 

1? 
Ph in 

£ % 

<£ (N 



On 
- ON 

00 W 

O o 
,E 

»- m 



ON 



« oo 
X ro 
cd ' — 1 



X 
^ 3 

X 03 

Q> j_- 

J C^T 

C/D 2^ 

CQ 

UQ w 
X ON 

x 

^ CN 
U Ps 
r CN 

X ^ 



D 
G|— ( 

o 



g ob 

E c 

g c 

O d 

CD 

~ 5 — 

X o 
cd GO 

* V- 
aj ^2 

M 5 
.2 .2 
" 5 b § 

s i 

is S 



2 

o 

CL 
u- 

o 
o 
c 

.2 

*S 

(Ui 

. . <D 

^ X 

✓X. co 

ON * — 
ON X 
ON O 

O x 

O X 

CN O 



<D 

tJ ^ 
x E 
5 15 

co X 

’j— > 

c S 

(U 

<D o 

S.a 

22 td 

<8 2 

g Q 
^ 3 

>» Cd 

X X 



GO 

cd 

co r 

2 °P 
« > 2 . 
s ^ 

X 

o 5 

oo 2 
.S 

’O >> 

b .o 

cd 3 
*3 X 
<d a> 

CO JL 

3 cd 






O 

-o . 
£ 

cd <d 



O 2 

u S 

H <u 
< oo 



o ® 
° oo| 

.2 o 

'S 3 

a> 



(D 



OP 
.£ 
”§) 3 

5 ° 
2 ^ 
X V 

X x 



o 

c 

cd 

. cl -a 

- b « 



cd 



£ 

<u 

X -i 
PJ E 



931 





to CO 

c 



to 

co 

O 



03 

-o 



°1 

a 

£ 
o 
o 



33 

03 



cd 

O 

'1 

'•g 



. *- CxO 

•J rt> .— 

r^T> 4 l a3 

•s 2 £ 
8 o. « 

o >**§ 

r- X g 

.SP c 



s 

cd 

CO 
03 

l.t^X 
o 



a> 

5— 

cl 



33 

a> 

cd 



co 

c 

.2 

cd 

03 



o X 

co -o T3 
co c 

cd < X 



cd -O 
OX) 03 

x <y 

OX) '4-. 
a> 

03 s- 
> CL 



03 OX) 

cd — ; 
3 S 
5— 3 

03 O 

-4— » 

— +-» 

£ 5 

o < 



cd 

.2 c 

E 1 

o .£ 

u 

03 •£ 

* 

c -g ai 

O a3 ri 
4-* 5- 

\3 cd £ 



33 

c 



8 « 
CO CO 
CO 03 
Cd 5— 



CO 

cd 

ob ^ 

ai a> 

co E 
a> 3 

cd £ 

S -2 

*-5 JJ 

*2 33 

1 ^ 

a. S 

O co 
03 03 

3 33 



- 03 

s 3 

co 3 

g E 

■H E 

co CO - 
•— cd u. 

Q ~ <d 

03 OX) "2 
.> ai 3 



CO 



cd 



CO 



^ 5)2 

x -o <l> 
— *- x 

p o , „— , 

it co 33 
CL X 03 

cd r£ 

Cl X) i- 

>; O o 
JL? o 1/5 
X — 03 

d -O 33 



i-ri 

cd 


33 






O 


T3 


3 


jd 


c 


O 

co 

cd 


CD 


cd 


> 




^ s 


O 


5—1 


to 

5— 


’*2 

cd 


-o 

3 


CD 

33 

5— 


o 


cd 


o 




♦> 


CO 


^ - 


*co 


5 


> 


CD 

33 


33 

CD 



• ~ O td 

'o • — ”a5 c 4-* co 

< Q c2 " ~ 



co 

3 

o 


& 


03 


co 

3 

.2 


03 

co 

cd 


c/T 


CO 

O 


CO 

cd 


ti 

^2 


CD 

X 


CO 

cd 

03 

CO 


*x 

cd 

o 


03 

CO 

33 


X 


cd 

£ 

03 


5— 

33 


c 

3 

cd 


33 

CD 

X 

*c 


5 

CO 

3 


^5 

.2 

33 


03 

3 

3 

E 


t 2 

cd 

7 a 


X 

£ 

03 


3 

cd 

CO 

*co 


ob 

ai 


o 

CO 

CD 

33 


.2 

*x 

03 

,Q3 


03 

i— 

5- 

-0> 

4-1 


E 

‘5 

-4— > 


’5 

cd 

E 


CO 

3 

CL 

^3 


O 

5— 

^03 

13 




CO 


c^- 


03 

t_! 


3 


3 




CO 


3 


cd 


3 


CL 


cd 


03 


O 


03 


.2 


CD 

CO 


5— 




03 

33 


X 

5- 


E 


.2- 


o 


cd 


03 


X 


^3 


r 


03 


*-4— * 


( (D 

C-4— 


03 

co 


33 


OX) 


O 


op 


to 


3 


.E 




3 

3 


X 


.E 




IX 

CO 


E 



cd 



cd 



r .2 S 



op _ 
ai -o 



co 

.2 

‘o 

c 

03 



cd 

-O .2 



< "2 



o — «- 



03 

33 

O 

c 

3 

E 

E 



X c X 



a> 

X 

33 

03 

x 



o 

co 

a> 

-a 



1= 8 
'li 
o g 

1 cd 



go 

z 



£ 
03 

cd cd 



i 



oj 

Sh 

cd 

CO 

O — 

•S 8 

co ^ 
^ l 

S £ 

3 5 



-a 

03 -4 
o cd 

3 E 
1 1 
s' 3 

I c 

x 'Z 

SI 

E -g 

O cd 
o£h CL 
33 g 

« 2 

« "S 



CO _rt 

o iS 

X <D 
co JD 



ai .2 x 



<D 

X . . 

*o 00 
U <D 
O 



*4 C 



o cd 
cd <u 



o 

3 

cd 

CL 



o 

o 



zj u 

(D X 
CO ^4- 

° ,3 

o PC 



D o 

o 

a> cd 

CO O 

^•5- 

H 



OX) c 

ox) .2 

.E « 

3 & 
x aj 

o CO 

.5 .5 

oo 

D C 
O 



O 

o 

*TD 

C 

UJ 



X 



cd 0 

|S 

< 2 



- 2s 

o < 

3 CD 

2 -5 

cd X 
> 00 
x g 
a o 
cd h: 



.2 
2 . 9 - 

CO C 
O 

cd 22 
co 3 
co cd 

< is 



u 2 

st.’S 

^ I ^3 

£ *2 § 

C t i 

E S J 

-2 x x 

® c i 

(D .£ s— i 
22 — ^ 
= g o 

2^-o 

S' 2 « 

8 J 3 



3 -a 

(D 3 
> cd 

E 00 

D 

D X 



O 

X 

s ° *2 

X CO £ 

o o cd 

CD S 5P 
X ^ C 
33 CL *X 
r _ a> 
co X 3 
co P- LO 
W >> o 

S o .£ 

cd CL w 



i* ^ 

^ e 

O OX) 

^2 3 

.52 cd 
’g 3 
O -O 
OX) o 

S £ 



d 2 u 

u. _ u 
o " 2 s U. 
co o 2 

CO ► 

*3 3 0 

O > 33 

ox) £ c 

cd .3 cd 



Pu 
< 
CD 
X 
+- * 
i- — 

c 2 ■§> 

CO g 

>* 2 
Cd r* 
co X 
co +“* 
Cd C 

b -2 

cd CL 

"Oh'C 

E o 

co 

a> 3 
X cd 

W is 



45 2 

>-» 33 
cd CD 

E s 

+-> T3 
cd o 



CD 
CO 

3 

CL ^ 

co g 

2 3 



CO 

(D CD 
-£ 33 
^ cT O 

g 

E S § 

a> -o 03 

o ‘g ^ 

CD E* *S 
00 2 33 

3 3 

O X'T^ 
CL o 2 

S o-o 

5- ^ 

' ° g 

£ >%.2 
-4— • -4-J 

< *3 C 

.3 a> 

CO > 

2 d E 



03 

3 

O °° L) 

S ^O, 

.l; co ; i 

3 cd cd 
o a) -m 
OX) ^3 CD 

-g — g 

§ 8 Ef 

•— CD 

° O' m 

co £ _« 

co • — 
C 3 33 
O D <D 

oo > g 

Jj c ° 

•o ’g « 
« ■£ ”5 



OX) 




03 


3 




3 


O 

5— 

X 




3 

E 


-4— » 


03 


E 


3 

o 


CO 

3 




O 


.S 


.Oh 

*n 


CL 

co 

03 


+- » 
3 


03 


}-> 


03 


CO 

3 

cd 


E 


£ 

JD 


5— 


< 


"03 



m 

<N 

KT\ 



X 

s 

U- 

CQ 

UJ 

DC 



o 



932 





66:1-10(1988); Cullen and include inflammation and 

Malm, Methods in Enzymol inflammatory disorders. 
216:362-368 (1992); Henthorn Highly preferred indications 
et al., Proc Natl Acad Sci USA also include neoplastic diseases 
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disease, sepsis, 

psoriasis, suppression of immune 
reactions to transplanted organs 
and tissues, endocarditis, 
meningitis, and Lyme Disease. 
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“Infectious Disease”). A highly 
preferred indication is AIDS. 
Additional highly preferred 
indications include suppression 
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cells (NFAT) response element I Activity”, “Blood-Related 
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268(1 9): 14285- 14293 (1993), liver and urinary cancer. Other 
the contents of each of which preferred indications include 
are herein incorporated by benign dysproliferative 

reference in its entirety. T cells disorders and pre-neoplastic 
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(including antibodies and Disorders”, and/or 

agonists or antagonists of the "Cardiovascular Disorders ). 
invention) to regulate NFKB Highly preferred indications 
transcription factors and include autoimmune diseases 
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assays are publicly available preferred indications include 
(e.g., through the ATCC). benign dysproliferative 

Exemplary human T cells that disorders and pre-neoplastic 
may be used according to these conditions, such as, for example, 
assays include the SUPT cell 1 hyperplasia, metaplasia, and/or 
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assays for transcription through autoimmune diseases (e.g., 
the STAT6 response element rheumatoid arthritis, systemic 

that may be used or routinely lupus erythematosis, multiple 

modified to test STAT6 sclerosis and/or as described 
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responsive T cells. disease, sepsis, neutropenia, 

neutrophilia, psoriasis, 
suppression of immune 
reactions to transplanted organs 
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may be used or routinely benign dysproliferative 

modified to test GAS-response disorders and pre-neoplastic 
element activity of polypeptides conditions, such as, for example, 
of the invention (including hyperplasia, metaplasia, and/or 
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cytotoxic T cells. and malignant osteoporosis, 

and/or an infectious disease as 
described below under 
“Infectious Disease”). An 
additional preferred indication is 





idiopathic pulmonary fibrosis. 
Preferred indications include 
anemia, pancytopenia, 
leukopenia, thrombocytopenia. 
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well-known in the art and may (e.g., as described below under 
be used or routinely modified to Immune Activity , Blood- 
assess the ability of Related Disorders”, and/or 

polypeptides of the invention I "Cardiovascular Disorders"). 





(including antibodies and Preferred indications include 

agonists or antagonists of the autoimmune diseases (e.g., 
invention) to regulate GATA3 rheumatoid arthritis, systemic 
transcription factors and lupus erythematosis, multiple 
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89(4):587-596 (1997); and arthritis, AIDS, granulomatous 

Henderson et al., Mol Cell Biol disease, inflammatory bowel 
14(6) :4286-4294 (1994), the disease, sepsis, neutropenia, 
contents of each of which are neutrophilia, psoriasis, 

herein incorporated by reference | suppression of immune 





in its entirety. Mast cells that reactions to transplanted organs 

may be used according to these and tissues, hemophilia, 

assays are publicly available hypercoagulation, diabetes 
(e.g., through the ATCC). mellitus, endocarditis, 
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using anti-rat insulin antibodies. "Renal Disorders" section 
Insulin secretion from below), diabetic neuropathy, 

pancreatic beta cells is nerve disease and nerve damage 

unregulated by glucose and also (e.g., due to diabetic 
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ited from an X-ray induced I Additional highly preferred 
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agonists or antagonists of the and/or as described below) and 

invention) to mediate immunodeficiencies (e.g., as 

immunomodulation and described below). Highly 

differentiation and modulate T preferred indications also 
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which are herein incorporated Other preferred indications 
by reference in its entirety. include benign dysproliferative 

Human dendritic cells that may disorders and pre-neoplastic 
be used according to these conditions, such as, for example, 

assays may be isolated using hyperplasia, metaplasia, and/or 





techniques disclosed herein or dysplasia. Preferred indications 
otherwise known in the art. include anemia, pancytopenia, 

Human dendritic cells are leukopenia, thrombocytopenia, 

antigen presenting cells in Hodgkin’s disease, acute 
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element in immune the art and may be used or nyperpromerauvc h 

cells (such as T- routinely modified to assess the blood disorders (e.g., as 

cells). ability of polypeptides of the described below under “Immune 

invention (including antibodies Activity”, “Cardiovascular 
and agonists or antagonists of 1 Disorders”, and/or “Blood- 




the invention) to modulate Related Disorders”), and 

growth and other cell functions, infection (e.g., an infectious 
Exemplary assays for disease as described below 

transcription through the API under “Infectious Disease”). 
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(e.g., through the ATCC). disorders and pre-neoplastic 

Exemplary mouse T cells that conditions, such as, for example, 
may be used according to these hyperplasia, metaplasia, and/or 
assays include the CTLL cell dysplasia. Preferred 
line, which is an IL-2 dependent | indications include arthritis, 





:ell line with asthma, AIDS, allei 
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-ell known in the Disease”). Highly preferred 
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cell lines (for example, NK-YT I (e.g., rheumatoid arthritis, 
cells which have cytolytic and systemic lupus erythematosis, 
cytotoxic activity) or primary multiple sclerosis and/or as 
NK cells. described below) and 
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inflammatory bowel disease, 
sepsis, psoriasis, immune 
reactions to transplanted organs 
and tissues, endocarditis, 
meningitis, Lyme Disease, and 
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the ATCC). conditions, such as, for example, 

hyperplasia, metaplasia, and/or 
dysplasia. Preferred 
indications also include anemia, 
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cytotoxic 1 cells, Deregulated ie-g-> reducing; il-o piuuumun. 
expression of 1L-6 has been A highly preferred indication is 
linked to autoimmune disease, the stimulation or enhancement 
plasmacytomas, myelomas, and of mucosal immunity. Highly 
chronic hyperproliferative 1 preferred indications include 
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of each of which are herein highly preferred embodiment of 

incorporated by reference in its the invention includes a method 
entirety. Endothelial cells that for inhibiting angiogenesis, 
may be used according to these A highly preferred embodiment 
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hemodynamic overload, and/or 
as described below under 
“Cardiovascular Disorders”). 
Highly preferred indications 
include cardiovascular, 
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invention) to regulate the serum Preferred indications include 
response factors and modulate blood disorders (e.g., as 
the expression of genes involved described below under “Immune 
in growth. Exemplary assays Activity”, “Blood-Related 
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CTLL cell line, which is an IL-2 described below under 
dependent suspension culture of “Hyperproliferative Disorders”). 
T cells with cytotoxic activity. Additionally, highly preferred 

indications include neoplasms 
and cancers, such as, for 





example, leukemia, lymphoma, 
melanoma, glioma (e.g., 
malignant glioma), solid 
tumors, and prostate, breast, 
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meningitis, Lyme Disease, 
cardiac reperfusion injury, and 
asthma and allergy. An 
additional preferred indication is 
infection (e.g., an infectious 
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Cobb MH, Prog Biophys Mol suppressing an eosinophil- 
Biol 71(3-4):479-500 (1999); mediated immune response, 
the contents of each of which 
are herein incorporated by 
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and p38 mitogen-activated 
protein kinase in human 
eosinophils" Clin Exp Immunol; 
Oct; 1 22( 1 ):20-7 (2000); 
Hebestreit H, et al., "Disruption 
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reporter assay may be used to disorders as described in the 
identify factors that activate the "Renal Disorders" section 
cAMP signaling pathway. below), diabetic neuropathy, 

CREB plays a major role in nerve disease and nerve damage 
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the ATCC) and/or may be syndrome and Dupuytren’s 

routinely generated. Exemplary contracture). Additional highly 
mouse adipocyte cells that may preferred indications are 
be used according to these complications associated with 
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cell proliferation, activation, and differentiation. An alternative 
differentiation. Exemplary highly preferred embodiment of 

assays for ERK kinase activity the invention includes a method 
that may be used or routinely for inhibiting natural killer cell 





O 

T3 

X £ 

ox>.£ 

C/2 



.2 S 



Cd 

o 

o ^ 
3 c 
cd — 
3 -o 
c o 
£ b 

X <£ 

ta o 

^ CL 



cd 

do ^ 

ai 

"O 

CO 3 
D =3 

3 £ 
8 O 

=3 £ 

.2 -a 
! £ 

o' « 

O on 

D D 
3 "O 



d 

T3 



O 
3 
3 

E 
E 

8 « “ 

• — os *- 

o r-S 

d 00 c 

.> o 3 

£ ^ J 

x -a o 

— t- o 

0 o z: 

i- CO 3 
CL — D 

is 2 £ 

>: o o 

1 O S 

d X TD 



03 "2 

3 3 
3 « 



D 

£ ~a 

5 ^ 
£ .-2 
§ S 

CO 

- CD 

p-o 

S« co 



D 



-a 

c 

cd 



o 



>» D 

.ti -o 



O .L- 

< Q 



3 

£ 

_ cd £ 

-P r r- 

too - 

O * i— < 

CO 1) y 

Q Cfl C 

T3 5J 3 

O X > 
.3 O O 
.22 13 
-a x 



op 

s2i 

C/3 

c 

.2 

o 

,D 



3 J2 



D 

T3 

3 

3 

£ 

O 



CD 

X) 



x 

vs 

!> s 

C/3 

cd 



(D 

T3 

J3 

O 

c 

c/3 

~d g 

C/3 O 

cd \3 
o cd 
,«2 o 

Q x 

CO .£ 

.1 U 

■4—* J»4 

O *- 

,d 



3 

E 

£ 

co 5 
cd v- 
„ o 

eb'g 

4> 3 



C/3 

J- 

o 

-a 



-a 

CD 



<2 



C/3 



C/3 <D 

3 £ 

O ^ 



-o _o 

J it .2 



5 

o 

15 CQ * 

X 



-o 

CD 

X 



CD 

< 



C P 

X *- — 0/ /-N 

d x -o < P 



C 2 

.£*•8 



||S 

T3 cd .— 

fr a TD 

co X D 

5-S § 
n "P i 



3 

O 

C/3 

cd 
> 

•2 >, 



S o 

e i 

Cl ^ 
CD 



# «T 

’1 

•c e 

f J* 

tz 4-> 

88 b 

3 a5 

O C/3 

II 

3 — 

<D CD 

X *3 



1 = 

cd 

— /“ N 

’33 

P o 



Xi cd 

^ c 
r o 
op ;x 

CD -0 

.2 ^ 
‘o 
c 

ID 



D <l> 
D 

c/3 ^-5 
D D 



O 

— CD — 






D 
o 

D 

-a -a 

O <L> 
C -O 



Jl 

cd cd 

.2 c 

*T0 O 
C X 
•— cd 
T3 £ 

£ 



D 



cd 



,D 

■4— i vm 

S .£ 

?“ D 

>> -a 



D 






— D 

^ X .£ 



tg 

v ✓ c n 



X o 

3 c/3 

C w 

£ -a 



3 CD X X 

E-* c/3 f-» 

C D 

.£ -a 



0D O 

*P C 



oo 

C 

.2 
. "X 
oo cd 

5— O 

-a *-5 

o -2 

.2 -T3 

•o « 

Sr* d 

O ‘ 

+-> 
cd 

If 



a 



D 

. 2 
D 

c/3 CL 
03 D 
3 CL 

i2 -S? 

^ Q- 
0C <4- 



3 OO 



OX) J_ 

.£ o 

"2 j3 

C/3 

g ■£ 

.£ o 






3 ^3 

.2 £ C-3 

3 -2 £ 

i> o “5 

> .52 2 

.£ -a u 



.22 On 
<N 

.2 ^ 
^ CL 



k-H 

4-* 


3 


cd 


X 

4 — » 


cd 


o 


CO 

3 


X o 
2 


-a 

£ 


<4-h 

O 


CO 

co 

cd 


s 


o 

4-* 

T3 


4—* 3 

O D 

cd > 


cd 

CO 

.2 


CO 

4-* 

CO 


D 

X 

4— » 


4-4 


D 


p .£ 


*5 


*3 


D 


D 


g 

-6 


D 

CD O 

3 X 


o 

X 


O 

OX) 

cd 


"O 

^3 


u- 

2 


o 

E 


-g £ 

.£ o 


*-3 

3 

cd 


3 

cd 


CD 

.£ 


o 

(JL 



E 

S' 

/ 'i 

2 o 

w on 

2 E 

D 



^ O 
3 O 

•C Cin 

cd ^ 

cd ^ 

Is 
6 s 
* - ° 

"5 ON 5 

O 

On 



O "O 
— 0> 



PQ 



ON 



2 

_ 3 

OO ^ 

z 



.2 K 

CQ ^ 

0X) r^ 

0 

u> J_1 

o- ^ 

33 C- 

Sf: 
5 o 
cj S 
-o o 

1 S 



o 

cd 

D 



O 

& 

O 

D 

3 



D 

X 

& 

“ £ 



cd 



cd D 



CO 



D 






S *p .£ 



o 

O D 
D ^ 

•S 2 

. ^ cd 

On ~E 
on .o 
On x 

o ^ 



D 

o 



CD D 

0 X 

1 — 
<£ 2 

fi 3 

>N ^ 

-o Z 



CD D 

~ 1 

o ^ 



E 

D 
X 

w ts 



>> X 

cd v 

CO -*• 
CO — 

cd g 

D 3 

CO X 
<D cd 

X c 



O 
U = 



J2 o 



e_h D 
O 



3 cd < 



*x t; ^ 



cd 



-o 


>•* <D 


•— 

o 


o 3 


D 

o 


X x 


cd 




T3 


§ 


D 


D ^ 


CO 


i-; X 


3 


cd T3 



ox) E 

i! 

o ^ 

O D 

cd -o 

-a ^ 

D CD 

2 S 



>7 1 
Z -2 
-2 o 

t 

I £ 

x y 



cd 

E 



X? CL 



— CD 
CO X 

D X 

.£ ^ 



D D 
D O 



D 

cd 

2 CO 
X x 

3 8 



998 





C /3 

03 



03 

S -o 

CD 

- ° b 

C X ^ 






<d 

o 

c 

03 

O 

, « 
*o 



S -a o-<£ 
S||E 

c >> cl 

03 „ — - 

a. j- 

~ o 

C 03 -r 

o E gO 

/-> ^ 



cj « •- 



cf Ctf 



<d 

o 



<D 



O o 

^ C /3 



>> 

cd 



C /3 

£>.2 

§1!| 

3 -f = 1 

If 

X <d — os 



bo 52 , 

•— <d c 

S "2 -2 

«.§1 

■2 -o o 

— <u o 
g .> O 
.E X 

03 5/5 

w i- J 

C 

0 r fi. 

• — o 

c 3 2 g 

a q_ c 

1 >. 8 

.5 is a 



on £ 
o3 03 

Cl CL 

J- C/3 

CL -O 

»- 

X o 

aT -o 

B **- 
§ .2 
X C/3 
cd jd 
s- o. 
£ S 

«r g 

o3 C 



X3 

CD 

b - 

a> « 
x x 

CD 3 
o o 
£.£ 
•*= c 

.5? § 

X 

(D CD 

■5 x 
O .5 



03 

~ CD 

2 .— 
*E **5 

8- 

o c 

-s 



cd 



b0 

-o 

. 2 " X 

c ^ 

O C/3 

Cl cd 
o X 

^ i 
8 ^ 
8.1 



CO 

Q 

03 

E 03 " 

8 J 

03 *5 

.2 3 

^ CO 

O * rs 

O -ts 



E E 



i< 



<d 

C /3 

cd 

<0 

C/3 

CD *X 

C /3 ^ 

§ ~E 
.2 £ 
-o o 

C /3 -X 

II 

S g 

1 i 

c 

03 CC 

S— 1 r— 

bo.E 



1/5 — 

c *0 

03 C 

00 03 



<U O 
§ u 

i 1 

•S o. 

„ c/5 
00 C 

co E 

03 £3 

5 O 
O ^ 
55 00 

of© 



CD 

.t3 « 

-5 .2 

S Q 

8 8 
-o E 
c 

<i> _j 



C/3 



C/3 



3 .X 

55 00 

.2 c 



£ o — $ c 

a « ^ u 

0 > CD ^ “ 

C /3 Lh 



00 

CD 

’§Pl 

CD 



C c = 

03 C 03 



C 

o 



c "S 
.2 fa 

+-» Q1 
O UL 
~ CD 



c - 
■o > w "o °- 
g.S<o S.^ 
(S ^ -o ^ "mi 

S 2 |s S 2 

•a 1 = .!»'! 

*CCc/ 3 +-»fc- 

- S - * — CD 03 (D 

^4 L> -T-J — -4-> 

1 « 

c o .E c 

S .£ to < 



bo 

c 

c S 

o x> 

11 

•-<2o, 

CD 



"O 

O 



CD 



& 

€ E *3 

« e« = 

E « T3 

LT CD 

o -§ . 

-I -3 Ml 
S .E 



CD 



00 D 3 J 2 

c -O 

03 ‘r; c 
00 ^ CD 

< 2 ^ 

H ^ « 

< 2 

I -11 
2jz 

CL E -o 
”r* O cd 
® c u 

"T 3 3 

ft- E -§ 



s.i 



e 

H o 

■§-S 

cd ^ 
CD CD 
bD ^ 

<u Cd 

ab 
3 o * 

2 8 >< 

l-E 1 

a ¥, | 

•£ o j- 
^ o a 

CD § CD 
CD C O 



0 


C/3 

C/3 


TD 


CD 


a> 


C/3 


C/3 


C/3 


3 


03 


CD 


0 


X) 




03 

s 


-0 

CD 

E 

E 


-a 


0 


c 

03 


E 


t: 




03 


CD 


CD 


c 


X 


*x 


-4— » 






2 



c 

.2 

CD 

'1 



03 

a 

03 



CT 3 

CO 



CO 

< 

0^ 

PL 

X 



999 





60 c 
o 

< £ 

o 

■5 
e -S 
2 

*-» o 
o *- 

-2 aS 

T3 G 
O O 

t- 

CL O- 



c 

o 



CO 

03 

o 

co 

Cd 

O t- 
.VI O 

*■0 ^ 

s § 
.2 £ 
t> © 
«S J$ 

•- -o 

r- « 

§ £ 

ob 8 

«, -g 



O 

-o 



O 

c 



O g 

co O 
cd 'ZZ 
<£ 03 

co O 

5 '-5 

co .5 

.1 ■§ 
4-* U- 

a l- 
<D MU 



O 

C 

3 

£ 

js 

c/l ^ 

cd s- 
^ o 

&b"g 

aj 3 

' £ 
o 



-o 

o 



c2 



<D 

-o 



co 



r ol, 



o 

■2 

o 

CO 

"O 

O 

.o 

G 



o 

G 

-o 

<D 

G 



'O o 

Jl 

CO 



on 
co 

c 52 
2 2 
£ .2 
o -2 73 

« T3 1> 

S-s 

S3 1 



^ ^ co 

>-§ 
> L- 
O 

o .2 

< Q 



,<u 

<4—i 

<U 



cd ^ _ 

> O. cd 
2^0 
^ g'-o 

1c G 3 

of! 



C/1 

‘35 VI 

.sf i 2 

•c £ £ 

_c O ^3 *T3 

r 3 = 

_ >- « „ — .. 
rs « > 

S§ 2 o 

2 q_ a> 

E 3 o 

! o s "s 

- £ o-~ 

r o 

&p t« 3 £ 

co 3 ^3 



r o 
op ;g 
ai -q 

W -Q 

VI 

.2 ^ 
o ^ 
c £ 
.2 5 



IS ^ 

•O ”0 
O O 

c G 
3 *c 

E o 

c/1 

C <u 

.E *o 



c ^ 
.2 1 
£ « 
.2 = 
-o .2 

•S £ 

•a E 
<o E 
t | 
<£ c 
£ = 

>> -a 

_3 
OX) O 



o ^ -2 c 

— TD £ 

5—1 — c t3 



. C/l 
C/1 -— 

cd 

-S 1 
o .2 

C/l a -> 

*-5 g 
>» •- 
o .E 

cd -o 

" g 
5 <S 

cp u 

.£ £ 



« .2' 

1 | 
€f. 

g § 

cd -2 

a. E 
- o 

cd S- 

'•§ i 



S .2 

cd c 

« a. 
H o 
-2 ^ 
O 3 
C <D 



l— 1 

<U 

3 <C 
« 'es 

s i 

C8 2 
fti c 

in cd 

*■5 y 



c 2 
-5 ^ 

ofl q. 
-o p 

o c 



cd 

E 

o 

_c 

<L> CL 

CL E 
2 ^ 
3 co 

E :« 
CO 

g = 
B « 

CS 

o c 
cd g 
£ -2 
CO <L> 

cd >> 

CL E 



g s • 
E o 

O -C 
3 >> 

S O 

Cd 4 — * 

feb | 

£ E 

O cd 

— q= 
< .c 

.2" <u 

td vi 
'C cd 
x: « 

33 CO 

rt *-5 



c 
o> 
CL 
O . 



CO 

cd 



CL . 
<D • 



<U < 

2 ^ 
Q 
JZ 

° 1 

S3 * 

TD OX) 
3 G 

&1 
CL ^3 
>> O 

o .E 

CL w 
Lh c 

o o 

L3 <L> 

5 c 
3 .= 



vi 

1 1 

§?! 
£ E 

cd q 



3 G 
O ® 
01 ) > 
cd G 

S -G 

Cd 4 — » 



<U 

2 « 

<3 E_! 

3 « b 

£ 3 s' 

c o « 

.2 E qj 

3 § § 
O VI ’G 

s ’3 

o £ c 
§ § 2 
| lig 
.§ "S ■£ 



S o 
c 
o 



CL 

- £ 
s | 

4 -* -E 
co 3 
<L> -B 
't-* X 

Id £ 

- I 

CO E 

I' E 



0 cd 

1 1 
CL ^ 
(U vT 

g 

2 3 

cd O 

5 E 

cd <D 
> -G 
<U O 



T3 

C 

2 03 

£ E: 

E 5 

cd 

53 ^ 

.S J 

<u £■ 

cd 

-C — 

§-.£ 

u- 0) 

cd O 

£ a 



H 0 > 

■§>. 
cd cd 

co E 
o 

S? ^ 

G « 

2- CO 

, O 

E M S 
O 2 CO 
— 2 vi 

§ E “ 

'§ 8 | 

> 

Q O 
cd g vi 

<u o * 7 ? 

■5 £ S 



2 -a 

■g i 

S 

-a o 

is 

c 3 

o g 

c E 

*G O 

3 C 
O 3 

j- E 
0 E 

TD * 

^ a> 



c 

.2 

C T3 * 

o c 

^ > Cd 

0 c vi 

r. "" « ■ 

>-» a> *ir 

,ts _C ^3 

> T3 O 
.3 g_, X) 
4 — > 73 

CJ O 4-> 

cd co £ 
co W ^ 
■3 ^ OX) 

1 B-i 

o g,J 
s -g' 2 

j= O .£ 
O CL w 



O >> 
co cd 

4-» CO 
CO CO 

3 cd 



<D 



- £ 



3*1 

£ 2 

C3 c 



CO o 
c/i *G 

| § 

S) c 

cd .5 



m 

ON 



^ ^ cd 

4 -. 2P ^ 

« C u 
cd C -t 3 
L3 a> c 
2P J> 5d 
2 o 

• G r/N > 

S ^ rS 

^ cd CC 

•= 3 b; 
-o on 
w ^2 on 

CO Q ON 

Ml 

OQ S 



C On 
O *G — 

VO E * 

^ <u On 

g 00 w ir 

'3 2 ^ IX 

q t; c 

cd 'sO ^ ^ 



CL 

cd 



cd 
- -O 

E c 

O ^3 

aw 

^ 00 



o 

CO 



(U 
4 — » 

_ . CL 
co cd 
<D 3 

2 _ 

Or cd r/) 
O j- O) ^ 
G o . c G 
CL cd ^ O 

£ 2§u 

^ 9 - 00 ^ 

H-) £- CN _ 

r cd s — ✓ *—* 



S O 

1 2 

r J- o 
H CM, 

— r on 

cd c-x 

4 — » J 

o 

co Tt 

o ^ 

2 00 

® o 



0 E 
(N E 



1000 



Verhasselt et al., J Immunol 





